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An effective pattern of protection . . 


The increasing use of inoculation against 
Poliomyelitis does not dispense with the 
necessity for using other proved methods of 
prevention. 

On the contrary—such methods should be 
more widely and more thoroughly applied. 

‘In Poliomyelitis epidemics, where a large 
proportion of the virus hosts are symptomless 
carriers—a vigorous health education pro- 
gramme... directed at raising the standards 
of personal hygiene... coupled with measures 
to raise individual resistance to Poliomyelitis 
virus infection by strengthening active 
immunity, offers best hope of success.” ' 

For inactivating Poliomyelitis virus, 

‘Oxidising agents seem to be the most active 
chemical disinfectants.’ ? 
‘An oxidising agent of great potency is 
Domestos which. when used at concentration 
of from } to 2 ozs. per gallon, provides a level 
of available chlorine in the range 150 to 1,200 
parts per million—sufficient to inactivate the 
Poliomyelitis virus.’? 

A pattern of protection against Polio is 
assured by using pomesTos, which destroys 
Poliomyelitis virus— 

(a) For Lavatories. Overnight contact will 
destroy heavy soiling and give a free residual 
chlorine content which will inactivate virus 
contaminants. The exterior of the bowl and 
the seat which frequently come into contact 
with the hands of children, should always be 
washed with a poMESTos solution. 

(b) For the disinfection and cleaning of dishes, 
floors, kitchen surfaces, sinks, etc. 

(c) For safeguarding against the infection of 
food by bluebottles, flies, vermin. 


(d) For the disinfection of yards, paths, etc, 


(e) For the disinfection and cleaning cf clogged 
drains. 


|. “Topical Aspects of Poliomyelitis’; ‘Journal of the 
Roya! Society of Health’ Dec. 1956. 

2. World Health Organisation Technical Report Series, 
No. 81, ‘Expert Committee on Poliomyelitis’. 

3. Domestos Technical Report D.R. 82A. 
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| wish to thank the Senate of the Welsh National 
School of Medicine for this opportunity of paying 
homage to the memory of Professor William Sheen. He 
honoured me with his friendship and we had many 
discussions about medical education. I believe that 
what | have to say to you expresses opinions which 
harmonized with his own 

His career was in may respects similar to that of my 
own Chief—Professor George Gask, for they were both 
interested in military surgery and held senior rank in 
the Army Medical Service ,; both were strong advocates 
of the importance of travelling to watch other surgeons 
at work ; both were pioneers in the establishment of 
whole-time Professorial Clinical Units, and their 
conviction that there should be more intimate links 
between Medical School and University showed that 
they possessed more foresight than the majority of their 
contemporaries. Sheen’s loyalty to the University ideal 
was rewarded by his appointment as Provost of the 
Welsh National School of Medicine, which gave full 
scope to his administrative genius. His devotion to duty 
cost him his life, for it was by walking three miles 
through a blizzard to keep an appointment at the School 
that he contracted the acute heart failure that killed him. 


Dawn of the Scientific Era 


The reliance of modern surgery upon the basic medical 
sciences is taken for granted, but I would like to trace 
very briefly the growth of the influence of science upon 
surgery from the Renaissance in the sixteenth century, 
in the days of the men referred to by Kipling as “ Our 
Fathers of Old.” 

“ Wonderful little, when all is said, 
Wonderful little our fathers knew. 
Half their remedies cured you dead, 
Most of their teaching was quite untrue.” 

Yet Kipling paid tribute to their skill and their 
courage when “ they took their life in their lancet hand.” 
The only science they had to guide them was anatomy, 
and that in its infancy ; the man whom we revere for 
his leadership and example in these far-off days is 
Thomas Vicary, who taught more than anatomy, for 
he laid down ethical rules for the conduct of surgeons 
which give us a good idea of why he was chosen to 
be the first Master of the combined Company of Barber 
Surgeons in 1540. 

_ Somewhat later came Ambroise Paré, whose treatment 


*The William Sheen Memorial Lecture delivered at the Welsh 
National School of Medicine, Cardiff, on March 6, 1959. 


THE SCIENTIFIC APPROACH TO SURGERY* 
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of wounds was revolutionary in that he condemned the 
harmful effects of caustics and other forms of 
maltreatment and believed in the healing power of 
nature. Even to-day we need to remember to try to 
aid and never to hinder natural cure 

The dawn of the scientific era coincided with the latter 
part of the lifetime of John Hunter (1728-93), whose 
memory will always be honoured because he applied 
the experimental method to the problems of physiology 
and pathology. His intellect and his unflagging industry 
made him pre-eminent, yet he was not the only pioneer 
in the eighteenth century who used the method of 
experiment, for James Lind carried out carefully 
controlled clinical experiments of lasting importance to 
surgery while serving at sea as a naval surgeon in 1747. 
It is known that in the treatment of scurvy effective use 
had been made of citrus fruit by Sir Richard Hawkins 
(1593), Captain James Lancaster (1605), and James 
Woodall (1617), but to James Lind must go the credit 
for the controlled experiment. 

He wanted to test the various remnedies recommended 
for the cure of scurvy, and therefore chose 12 patients 
equally severely affected by the disease ; all were nursed 
in the same sick bay, and all were given the same basic 
diet. To the diet of two of the men he added two 
oranges and a lemon daily ; two men were given cider ; 
two were given sea-water ; two received elixir of vitriol ; 
two were given vinegar. and the remaining two were 
controls without any addition to the basic diet. By the 
end of a week of this treatment the first two men had 
recovered, whereas all the others, with the exception of 
those on cider, who showed a slight improvement, failed 
to derive any benefit from their treatment. Though 
another 150 years were to elapse before vitamin C was 
described, and still longer before this was identified as 
ascorbic acid, yet Lind’s scientific approach to the 
problem should not be forgotten—nor should we forget 
that he made his observaticns without laboratory aid and 
in a sailing-ship at sea. 

It was not till the mid-nineteenth century, however, 
that great advances in surgery became possible through 
the introduction of modern anaesthesia and antiseptics. 
Thus was surgery made safe for the patient, and as all 
parts of the body became accessible to the surgeon, so 
the function of the organs he was handling became even 
more important than their structure. There is no doubt 
that surgery thus afforded a powerful stimulus to 
physiological research; and the elucidation of the 
problems arising in the course of the correction of the 


‘ 
‘ 
‘ 
BY 
be 
«7 
ta 
‘ 
> 


=Jury 11, 1959 


British 
Med.val Jo 


disorders of function produced by disease has tended 
in Moynihan’s words, “to make the patient safe for 
surgery.” 

The importance of physiology was driven home to 
surgeons first by the ill effects of the sudden relief of 
chron:e obstruction wn the urinary and biliary tracts 
leading to renal and hepatic failure , and by the oedema 
of the brain or of the lung which followed too rapid 
decompression of these organs The complications 
following the short-circuiting of gastric secretion into 
the small intestine and the aiter-effects of blood loss 
and of incompatible b'ood transfusions foliowed later 
More attenton has been directed to the 
importance of water and electrolytes in the budy fluids 
and tissues, including the dangers of over-enthusiastic 
administration of both water and salt The urinary tract 
its special problems, including the risk of 
excessive water absorption during prolonged operations 
involving irrigation cystoscopy, and the extreme 
electrolyie upsets which follow ureteric 
transplantation. Furthermore, the study of the response 
of the body to trauma, surgical shock, has shifted beyond 
the purely physiological explanations based upon 
vasomotor and nervous responses, and has now reached 
the province of the biochenntst. 


recently 


prov ides 


Clinical Science 

The recognition of the importance of physiology in 
clinical medicine has led to the development of “ clinical 
science,” and we would do well to congider the 
relationship of this new department of science to the 
clinician. While we should profit to the full from 
the researches of the pure scientist we must be careful 
not to become dazzled by the accuracy of laboratory 
methods and forget that the ultimate criterion for us 
as surgeons must be the contribution they make to the 
care of patients. 


The difficulty of applying scientific method to clinical 
practice is encountered by the undergraduate as he 
passes from the physiological laboratory to the wards 


He finds that it is hard enough to measure even a 
superficial tumour, and that there aren’t any instruments 
to estimate the hardness of a lump, or, more difficult 
still, to determine how ili a patient may be. In fact, 
those of us who believe in the importance of trying to 
preserve the scientific outlook which the study of 
physiology should have given them must be painfully 
aware of the impression they gain from watching their 
elders and betters at work that inspired guesswork is a 
better bet than the methods of science. 

Trotter pointed out very clearly the conflict that exists 
between a practical art like surgery, success in which 
depends upon judgment, intuition, and skill, and the 
exactitude of science which demands the elimination of 
human faculty Yet this conflict must not be made the 
excuse for failing to make clinical methods as accurate 
as possible. The clinical scientist has to attempt to 
resolve the conflict by devising methods of investigation 
the results of which can be correlated with clinical 
vbservation If he succeeds in this diflicult task, and 
may thus appear to be reducing a scientific study to the 
level of “clinical experience.” it may be necessary to 
defend him against the attack of the pure scientist who 
would depose clinical science from the dignity of being 
included among the true sciences. In this connexion 
it is well to recall the words of Sir James Paget in an 
address to the Clinical Society of London in 1869: 


“Receiving thankfully all the help that physiology 
chemistry or any other sciences more advanced than 
own can give us, and pursuing all our own studies with ¢ 
precision and circumspection that we may learn from th 
let us still hold that, within our range of study. that ale 
is true which ts proved clinica!ly, and that which ts clinic 
proved needs no other evidence ~ 


We see examples every day of the triumph 
experience over pure theory If we were guided o 
by the knowledge that thyroxine 1s the agent wh 
inhibits the production of thyrotrophic hormone 
wouldn't dare to remove the thyroid gland for Gravej 
disease Furthermore, if we paid too much attenti 
to those who teach that to restore the normal rhythmg 
a fibrillating heart carries with it the rsk of embolis 
very many patients with thyrotoxic heart disease wou 
be allowed to die without the benefit of surgery. 


Similarly we might decide never to excise sympathe 
nerves if we were only to read the numerous articl 
which lay stress upon the ill efiects of removing 
vasodilator reflex pathway as weil as a vasoconstricto 
mechanism, and of rendering denervated organ 
supersensitive to vasoconstrictor substances, without al 
having the opporiunity of examining patients who ha 
derived permanent benefit from sympathectomy. 


Methods of Precision 


It 1s of course essential that the clinician should ava 
himself of all the precise information he can obtai 
with the aid of electrocardiography, electroencephal 
graphy, and radiography, and with the help of h 
colleagues in the departments of pathology ani 
bacteriology But while these methods of preciston ar 
good servants they are bad masters, and they can weak 
or even abolish an element which is essential to th 
make-up of a good clinician—his power of decision 
Before the days of these elaborate aids to diagnosis th 
clinician had to rely upon his own senses aided by 
experience; and if he was competent precision ia 
examination was followed by decision about treatment 
and wonderfully few mistakes were made 


At St Bartholomew's up till about 1930 surgical 
consultations were held every Thursday afternoon, andl 
remember men like Bowlby and D'Arcy Power, thea 
consulting surgeons, joining the active members of the 
staff in the discussion of diagnostic and therapeutic 
problems These consultations were of great value to 
younger surgeons and were both instructive and 
entertaining to students, as the senior men handed of 
the fruits of experience. In time, however, it became 
clear that modern methods of investigation were sapping 
much of the interest of these clinical problems, and 
consultations faded out. During the same period we 
have been conscious of a tendency for clinicians 
hesitate to commit themselves—they prefer to suggest 
some further x-ray examination or a_ still more 
complicated pathological test They have lost what 
Kipling in the poem already quoted referred to as “ the 
excellent courage Our Fathers bore,” and the final lines 
are singularly appropriate in a memorial lecture: 


“We are afflicted by what we can prove ; 
We are distracted by what we know— 
So—ah so ! 
Down trom your heaven or up from your mould, 
Send us the hearts of our fathers of old!” 
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Professorial Clinical Units 


As clinical science develops becomes more diffieult 
and more important and urgent to attempt to reconcile 
the interests of the scientist with hose of the clinician, 
and one method of harmonizing tnese interests which ts 
being tried at present is the establishment of professorial 
clinical units. One of their most important functions ts 
to study recent advances in the preclinical sciences, to 
consider whether these shou!d be incorporated in clinical 
teaching and practice, and if so how these changes 
can best be brought about. It is for this reason that 
the head of such a unit and a proportion of his staff are 
freed to some extent from the strain of routine 
professional work so that they may have leisure to think 
out and plan the strategy as well as the tactical details 
of what may amount to major changes tn the curriculum, 
in teaching methods, or even in the practice of surgery. 

Everyone knows the chapter in Ecclesiasticus which 
begins : 

“Honour a physician with the honour due unto him 
for the uses which ye may have of him: for the Lord 
hath created him For of the Most High cometh 
healing .” At least we know well the first 15 or 
20 verses : but most of us are less familiar with the rest 
of the chapter: 

“ The wisdom of a learned man cometh by opportunity 
of leisure: and he that hath little business shall become 
wise. How can he get wisdom that holdeth the plough, 
and that glorieth in the goad, that driveth oxen, and ts 
occupied in their labours, and whose talk is of bullocks ? 
He giveth his mind to make furrows ; and is diligent to 
give the kine fodder . a 

The writer goes on to describe in similar fashion the 
work of the carpenter, the engraver, the smith, and the 
potter, all like the surgeon. practical artists, and 
continues : 

“ All these trust to their hands: and every one is wise 
in his work. Without these cannot a city be inhabited 

. they will maintain the state of the world, and all 
their desire is in the work of their craft.” Yet “ they 
shall not be found where parables are spoken.” 

Let us remember why we tiv to give the professor 
leisure ; and let us hesitate before putting him on boards 
and committees ex officio either out of respect for his 
office, or, worse still, to enhance the prestige of the 
committee. 

Pray do not misunderstand me. I do not wish to infer 
that a clinical professor should be a theorist pure and 
simple. In my opinion he will fail if he is not a sound 
practical surgeon (the same applies to physicians, but 
I will confine myself to my subject) and a teacher who 
can stimulate undergraduates to interest themselves in 
clinical surgery. Most part-time consultants on the 
staffs of teaching hospitals are there because they possess 
both these attributes of technical skill and teaching 
ability. The professor should in addition play his part 
as a link between surgery and science, or, as Dunphy 
puts it, “ the professor of surgery must be able to bridge 

| the gap between the patient and the laboratory.” There 
lare many different ways of doing this, but whatever 
method is adopted the essential element for success, an 
element which must be fostered by the head of the unit 
as an example to all its members, is the spirit of 
collaboration which springs from the mutual respect 
'which one department should have for another, which 
| encourages consultation and bears fruit in the material 
tid which one can afford to the other. 


Biochemistry and Surgery lo-day 

Whereas in the past clinicians were satisfied with the 
explanation of disease processes in terms of defects of 
structure or function ‘in certain organs of the body, 
attention has gradually become jocused upon the activity 
of cells rather than of organs, and nowadays these 
cellular activities are reduced to b ochemical reactions 
One has in mind, for example. the mediation of nerve 
impulses through chemical mechanisms, and the eftect 
which a change in the pH of the blood may have upon 
renal function. The control of endocrine glands by 
circulating hormones has been well recognized for a 
long time ; but that there shou'd be similar mechanisms 
affecting the growth of beth normal and neoplastic cells, 
as a sort of extension or modification of the chemical 
factors influencing embryo'ogical and __ infantile 
development, is a concept which we are only gradually 
accepting, the importance of which we may not be able 
to assess for some time to come All people like myself 
can gather is that some knowledge of biochemical 
principles is required for an understanding of almost all 
current surgical research. As an exampie let me refer 
to recent work on the process of wound healing 


The Healing of Wounds 


Formerly the vascular and cellular invasion of a 
wound with the formation of granulation tissue was 
regarded as the first step in healing Since it is the 
presence of dead or damaged tissue in the wound that 
determines the ingrowth of capillary loops a chemical 
mechanism must underlie this process. 


Hadfield (1951) has drawn attention to the similarity 
between this process of vascularization and that of bone 
growth at a metaphysis, which is known to be regulated 
by pituitary growth hormone and can be inhibited by 
cortisone. The process of epiphysial bone growth is 
comparable to the healing of a fracture, which can also 
be inhibited by cortisone (Sissons and Hadfield. 1951). 

It therefore seems likely that there are two phases in 
the formation of granulation tissue—an early phase of 
vascularization and proliferation controlled by pituitary 
growth hormone, and a later phase of devascularization 
and d£ferentiation controlled by cortisone and influenced 
by ascorbic acid. These considerations may appear to 
be exaggerating the importance of chemical facters in 
healing, yet there is much more to come. 


Whipple pointed out many years ago that after the 
infliction of a wound there occurs what he referred to as 
“the lag period,” lasting anything from three to five 
days, during which nothing appears to be happening 
between the wound edges. This seemed mysterious 
enough, but Ravdin’s showing that the lag period could 
be prolonged by protein deficiency suggested that 
something important must be going on, though only 
recently have the biochemists discovered what it is. Very 
shortly after wounding, the few fibroblasts present 
produce a homogeneous matrix in the wound which 
contains mucopolysaccharides and _ soluble protein 
precursors of collagen (Dunphy and Udupa, 1955). 
These substances essential for the subsequent formation 
of collagen are accumulating during the lag period, 
when there are no histological changes and while there 
is no tensile strength developed between the wound 
edges. In view of this intense chemical activity it might 
be well to abandon the term “ lag period ” altogether. 
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the formation of pre- 
collagen the work becomes 
obvious, yet it is remarkable that even when protein ts 
deficient healing will proceed normally if methionine is 
present. Research of great interest in this respect has 
been going on for some time at the Royal College of 
Surgeons under the direction of Professor Slome, and 
has shown that the ill effects of x rays upon wound 
healing can be overcome by giving cystiamine. 


Since protein is required for 
significance of Ravdin’s 


I have quoted the biochemical influences at work in 
indicate the complicated nature of 
would suggest that if research is 

these lines in a clinical unit it 
is no good entrusting it to a clinician who dabbles in 
biochemistry It is necessary to have the appropriate 
scientist attached to the unit. If he is medically qualified 
so much the better, partly because he will be more likely 
to be sympathetic to the clinicians and less likely to be 


wound healing to 
such problems, and I 
to be undertaken along 


diverted into purely scientific problems without direct 
ipplication to patients, and partly because if he is given 
university status in the unit he can also be given an 
honorary contract with the hospital. 


Training of the Young Surgeon 

Bearing in mind the impact of science upon surgery, 
how should the young surgeon be equipped to meet the 
situation ? Let me say straight away that I think it is 
a mistake to try to make him into a pseudo-scientist. 
He should be given the opportunity of acquiring a 
scientific mode of thought, an attitude of mind, so that 
faced with a problem in clinical practice he should know 
how to make accurate and “controlled ” observations, 
if necessary designing a method of investigation 
appropriate to the problem; he should know how to 
collect his results and arrange them for analysis, 
recognizing the margins of error—that is, their reliability 
and value ; he should be able to make logical deductions 
from these results which may lead to some general 
conclusion, perhaps with a practical application. In this 
way he may contribute in some degree to the science 
of surgery, or at any rate to the therapeutic art. 

To enable him to acquire this scientific outlook he 
needs a certain basic knowledge of the preclinical 
sciences. He may be supposed to have acquired this as 
an undergraduate, but we all know how little of this 
knowledge survives even the first clinical year. So as 
a postgraduate he must experience the discipline of a 
laboratory for a period of two years—whether in a 
department of anatomy, physiology, pathology, 
biochemistry, or pharmacology doesn’t much matter— 
or if he cannot afford the time for this he should have a 
really thorough revision course of about six months to 
give him a better appreciation of the subjects, towards 
which his own clinical experience will have helped him 
greatly. 

The object of the course or of the laboratory 
experience is not the mere acquisition of knowledge, but 
rather to learn where and how to obtain what he may 
need later for working out his own problems. To live 
for two years in a laboratory gives a man something 
he can scarcely obtain from a course of study, however 
well planned it may be, though it need scarcely be added 
that it must be a course in which the student has a 
chance of doing things for himself in practical classes 
and in a dissecting-room, and in which much of the 
teaching is done by discussion rather than by lectures 
alone. 


Let me repeat that it is a mistake to think that such 
i course of study is intended to give a man ency¢lopaedic 
knowledge. When he finds his clinical problem he will 
have to delve much more deeply in search of anatomical, 
biochemical, or pathological details which a course could 
not possibly be planned to cover. But his contact with 
scientific method, either in the laboratory or in the 
postgraduate course, should afford him guidance in 
clinical research, which may require laboratory methods 
as adjuvants but not as ends in themselves, thus 
distinguishing the work of the clinician from that of 
the pure scientist. 

For the objective of the clinician, however scientific 
his bent, must always be the treatment of a patient ; and 
it will be only by the results he obtains in the alleviation 
of suffering and, if possible, in the cure of disease that 
the success of his labours can be judged. 
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In the past four years we.have tested the blood of seven 
patients whose red cells undoubtedly possess a B antigen 
of some kind but whose serum contains an apparently 
normal £ (anti-B). We have gradually come to 
recognize that the B-like antigen in these people is an 
acquired and not a genetic character and that it is 
probably connected with old age or disease, or both. 

There have been several reports of peculiar B 
reactions which are referred to in the discussion below, 
but only two of them appear to be of the kind we are 
describing: both were briefly mentioned by Stratton 
and Renton (1958). 
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TasLe 1.—Some Details of the Seven Patients 


| Agciutination Reactions 
fof Routine Sere with 
Patients Cells 


Disease | Available Family 


| Year Secretion 
Patient | Age of _ | an 
| Death Lewis 
M; La. (Dundee) 85 j i955 A, Lela) 
Mrs. Al. (New York) .. | 87 | 1956 | 
Mr. Hol (Sheffield) | 86 195¢ Ay 
Mr. Hu. (Dundee) ., 7 1958 A, vune-sec. (A, 
| | B, and H) 
| | Lelatb—) 
Mrs. Tu. (Grimsby) 42 Alive | Ay @ sec. (A anu 
| H, not B) 
| Le(a—b+) 
Mr. Ca. (Dundee ee 61 A, ) Sec. (A and 
| H, oot B) 
| Le(a—) 
Mrs. Fr. (Columbus) 68 1958 | A, Le(a—) 
| 
The peculiarity in each of the seven cases was 


recognized during grouping before possible transfusion 
At an early stage in the investigation of several of the 
samples the possibility of chimerism was considered 
because in the positive tests with 8 many cells were left 
unagglutinated and this gave the appearance of a 
mixture of blood. However, the presence of B in the 
serum, the absence of signs «i mixtures in other systems, 
and the fact that none of the patients is known to have 
had a twin ruled out the possibility of chimerism. Some 
details of the patients are given in Table I. 


Serological Details 
Red Cells 


A striking fact is mat all the patients are group A, 
however, the main peculiarity is that the red cells were 
agglutinated by some B sera. As can be seen from 
Table I, individual samples varied in the proportion of 
8 sera with which they reacted. In order to make some 
comparison possible the B sera mentioned in the last 
column of the Table are confined to those kindly 
provided by the Blood Group Reference Laboratory ; 
each serum is a pool from six donors who had not been 
artificially immunized. 


The patients’ cells never reacted as strongly with any 
8 as did normal B cells. Table II shows that the strength 
of reaction of the patients’ cells is not entirely dependent 


Taste I1.—Reactions of Cells of Four Patients with Five 


B Sera 
Titre | Reactions with Undiluted 8 
for 
Normal | Cells 
Cells | Mr. Ha Mrs. Tu. | Mr.Ca. | Mrs. Fr. 
128 + +++ - +++ 
26 | ++ +++ + +++ 
On the strength of the # in these pooled sera. But, in 


general, the stronger the 6 the more likely it is to react 
with such cells ; for example, the cells of Mrs. A,. were 
agglutinated by all of 10 Reference Laboratory 8 but 
by only 27 out of the 45 unselected B from blood 
donors ; again, the cells of Mr. Ca. were agglutinated 
by 9 out of 56 Reference Laboratory B, but by only 
2 out of 360 unselected £ sera. 


up (in the tests on Mrs. Al. the control cells were group O). 


Legs amputated because | About | in 3 positive 
of gangrene | 

Carcinoma vi cervix Child A, (9), child O | All positive (10) 
(ap) 

» colon 


| 


” (8) 
2sons and 2 daughters, About 1 m 3 pos 
all A, (6) | (12 out of 31) 
All positive (19) 


48 abscess of appendix Siste: and brother: A, | 


idhesions, obstruction (8), child A, (), 
ete. 1957 cholecystec- stillbirth A | 
tomy 
Carcinoma of rectum Sister and 2 brothers | Few positive (9 out of 
A, (8), brother O 56) 
| (af), son O (ap) | 
colon | Brother A, (#) Nearly all positive 
| daughters A, out of 14 
son O (as) 


The B-like antigen seems to have the same specificity 
in the different samples of cells, though it varies in 
quantity : Mr. Ca. was the weakest reactor of the seven 
patients, and the relatively few @ sera that agglutinated 
his cells invariably agglutinated those of Mr. Ha., who 
was a little higher in the series ; these same f sera were 
those which agglutinated most powerfully the cells of 
Mrs. Fr. and Frs. Tu., who were strong reactors. 


It has been mentioned that a large number of un- 
agglutinated cells was a striking characteristic of the 
positive reactions with 8 sera ; however, very few of the 
cells of Mrs. Tu., the strongest reactor, were left un- 
agglutinated by B 252 (Table II) when the tests were 
dene at 6° C. (Most of the tests were done at about 
20° C., for in general the reactions were only slightly 
better at 6° C.) The fact that only a negligible number 
o- the cells of Mrs. Tu. were left unagglutinated by 
extracts of Dolichos binorus (a,) and UlerR europaeus 
(anti-H) showed that, in this case at least, the same cells 
must be carrying A: and H as well as the B-like antigen. 


Only the cells of Mrs. A, were tested with an 
antiserum made by a rabbit against human B cells: the 
result was the same as with human B—large agglutinates 
and many unagglutinated cells. 


Inhibition tests in all but the first case (Mr. La. not 
tested) confirmed the specificity of the reaction with 
B sera: the reaction was strongly inhibited by saliva 
from B and AB secretors, but not at all by saliva from 
O and A secretors or non-secretors ; the reaction was 
very ‘weakly inhibited by saliva from B and AB non- 
secretors, and this was to be expected of a weak 8-B 
reaction. 


Elution tests, by the heating method, further confirmed 
the specificity of the reaction with # sera; these tests 
were done on five of the cases. 


The cells of Mrs. Al. gave up & after exposure to a 
8B serum capable of agglutinating them. The cells of Mr. 
Ha. gave up & after exposure to two § sera capable of 
agglutinating them; no 8 was given up after exposure to 
two 6 sera that did not agglutinate his cells. The cells of 
Mrs. Tu. gave up @ after exposure to 8 222 (Table II). 
The cells of Mr. Ca. gave up & after exposiure to 8 252 
(Table 1) but not after exposure to three 8 sera which did 
not agglutinate them. The cells of Mrs. Fr. gave up B after 
exposure to two 8 which had agglutinated them and to one 
that had not (8 243, Table II). Each elution test was con- 
trolled by normal A; cells and, as expected, no 8 was given 
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On no occasion was enough 8 removed from the 
sensitizing serum for an appreciable fall in 8 content to 
be demonstrated. 

The B-like antigen can fluctuate in strength: further 
samples from three of the patients taken after an 
interval of time showed the antigen to be weaker in two 
and stronger in one. 

A third sample from Mr. Ha., taken a few days before 
he, died, gave weaker reactions with 8 241 and 8 252 than 
did two earlier samples taken six and five weeks before. 
(The reactions shown in Table Il are those of the second 
sample.) A second sample from Mr. Ca., taken three months 
afte: the first and two months after the local resection of 
his growth, failed to react with three @ sera that had 
agglutinated his first sample. A second sample from Mrs. 
Tu., taken seven months after the first (recorded in Table 
Il), reacted more strongly than before when tested with 
B 252 and 8 243. 

Attempts to wash the B-like antigen from red cells 
failed: after 12 washings the cells of Mrs. Tu. reacted 
as well as ever with 8. Treatment of the cells with ficin 
increased the strength of their reaction with @ and 
with 

The cells of all seven patients were tested against AB 
sera (two sera with the cells of Mr. Hol., six or more 
with the cells of other patients): two of the patients 
showed a slight degree of polyagglutinability. The cells 
of Mrs. Al. were agglutinated by 5 out of 57 AB sera ; 
but the B-like antigen was clearly present as well, for 
the cells were agglutinated by a much higher proportion 
of unselected 8 sera (27 out of 45). The cells of the 
second sample of Mrs. Tu. showed some polyagglutin- 
ability that had not been present in the earlier sample : 
they were weakly agglutinated by 12 out of 36 AB sera. 
The polyagglutination was not inhibited by B secretor 
saliva, as judged by tests with the most strongly reacting 
of these AB sera. 

There was nothing unusual about the MNSs, P, Rh, 
Lutheran, Kell, Lewis, or Duffy groups of the patients. 

The ABO groups of available relatives of the patients 
are given in Table I. Their significance is discussed 
below. 

Serum 

The 8 in the serum of the seven patients appeared 
normal. It could be strongly inhibited by B and AB 
secretor saliva but not by other salivas. Each serum 
was tested against six or more samples of B cells and 
six or more samples of A and O cells. One serum, that 
of Mr. Ha., has been tested against 70 samples of B 
eells and agglutinated them all. 

Sera from the last four patients in Table I have been 
tested against each other's cells. Only one of the 16 
tests was positive: the 8 of Mr. Ha. agglutinated the 
eells of Mrs. Tu. The negative reaction of the cells 
ef Mrs. Fr. with her own and the other three sera was 
eonfirmed by elution tests. 

At 24° C. the titre of the B in the serum of these 
four patients was: Mr. Ha. 32, Mrs. Tu. 8, Mr. Ca. 4, 
and Mrs. Fr. 2. Only the serum of Mrs. Fr. failed to 
feact with B cells at 37° C. All four sera contained 
anti-T. 

B substance was looked for in the serum of one of 
the patients, but none could be demonstrated : the serum 
ef Mrs. Tu., after removal of the 8, failed to inhibit 
& normal f-B reaction. Normal A, cells were 
anchanged after incubation for 16 hours at 37° C. in 
the serum of Mrs. Tu. 


Saliva 
Saliva was collected from three of the patients. Mr 
Ha. was a non-secretor (of A, B, andH); Mrs. Tu. a 
Mr. Ca. are both secretors of A and H but not of 8 
All three salivas contained Le* substance. None of the 
samples inhibited the positive reaction of B sera wit 
cells of Mr. Ha. or Mrs. Tu. 


Discussion 


The presence of a B-like antigen in the red cells of 
the seven patients is proved by the reactions with 8 sen 
and by the specific inhibition of these reactions by salivg 
from secretors of B. 


The serological behaviour of the seven patients is 9 
alike and so characteristic that we are assuming that they 
all represent the same phenomenon. 


The B-like antigen is an acquired character. This 
conclusion terms inescapable from the convergence of 
several lines of argument, none of which on its own it 
absolutely decisive. 

1. Mrs. Al., Mr. Ca., and Mrs. Fr. all have O children 
and their genotypes are therefore A:,O. This is the beg 
evidence that they have no kind of B gene. Furthermor, 
no other example of the B-like antigen has been found is 
19 available sibs or children of the patients (see Tabie J). 

2. Against No. 1 it could be argued that the patients haw 
some kind of B gene which is capable of expressing itself 
only in the présence of A: but if this were so several of the 
15 group A sibs or children of the patients should have had 
the B-like antigen—but none of them did. 

3. Mrs. Ttu. and Mr. Ca. are secretors, and their saliva 
contains A and H but not B. Certain weak red-cell antigen 
corresponding to rare alleles of A and B are not detectable 
in the saliva of secretors ; but an antigen of the strength of 
that of Mrs. Tu. would certainly be expected in the saliv 
were it inherited. 

4. Experience with further samples of the cells of Mr. Ha, 
Mrs. Tu., and Mr. Ca. shows that the B-like antigen may 
be a transient character. 

5. As is discussed below, the B-like antigen appears to & 
associated with age or disease or both. 


The absence of blood group O from the list of patients 
is highly significant: excluding B and AB people, in 
whom the change we are describing could not be 
detected even if it could occur, the probability that seven 
consecutive people (each of whom happens to have a 
English or Scottish name) should all have the antigen A 
cannot be greater than 1 in 200. It remains to be seen 
whether the change can happen to A, as well as to A, 
If further cases continue to be A, a total of 23 will have 
to be reached before the lack of A, becomes really 
significant. The change is. probably independent of 
secretion, for one of the three patients from whom 
saliva was available was a non-secretor, whilte the other 
two were secretors. 


We have not found any evidence that the B in the sera 
of the seven patients is abnormal. There is therefore n0 
hint that certain people are predisposed to the antigen 
change by the absence of some component of the B 
complex. 


Of peculiar B samples described in the literature all 
three can be distinguished from the kind we are now 
reporting by the absence of 8 from the serum or by the 
presence of B in the saliva ; most differ in both respects 
(Mikelaé and Miikeld, 1955; Moullec, Sutton, and 
Burgada, 1955; Yokoyama, Stacey, and Dunsford, 
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1957; Armstrong, Gray, Race, and Thompson, 1957; 
Levine, Celano, and Griset, 1958 ; Boormea and Zeitlin, 
'1958). In four of the six cases the antigen was proved 
to be inherited. Formaggio (1953) mentions, in passing. 
an AB with B in the serum, but no details are given 
The two remaining cases look very like our seven. The 
following is taken from Stratton and Renton (1958). 

“Case 28. Mrs. B. L. appeared to be A)B?. Her A 
antigen was normal and her serum cotnained an apparently 
normal anti-B bet no anti-A Her cells were agglutinated 
at 16° C. by 13 out of S52 group A sera, and this agglutination 
was inhibited by the saliva of group B individuals only. Her 
cells were not agglutinated by 36 group AB sera. 

“Case 29. Mr. H.R also appeared to be AiB? with a 
normal A antigen and apparently normal! anti-B in the serum 
His cells were agglutinated by 34 out of 36 group A sera at 
16° C. The reactions varied from + to + ++ in strength 
and were inhibited by group B saliva only. His cells were 
not agglutinated by 25 group AB sera. The reactions in this 
case were stronger than in the preceding one.” 

Dr. Stratton and Dr. Renton F .ve kindly allowed us 
to quote further details about their patients. Mrs. B. L., 
aged 76 (in 1956), was suffering from a strangulated 
one son was A,, the other appeared 
to be O, but his sample was infected and the results 
were not considered finally conclusive. .Mr. H. R. died 
in 1956, aged 59 ; in 1946 he had carcinoma of the colon 
and in 1956 a leg was amputated for gangrene; two 
brothers and a sister were group O and his wife and child 
were group B. 

The A antigen is known to be affected by blood 
disease; this was adumbrated by van Loghem, 
Dorfmeier, and van der Hart (1957) and proved by 
Stratton, Renton, and Hancock (1958). The two patients 
so far reported were group A, but their red cells lost 
ithe faculty of being agglutinated by « Such damage 
to an existing antigen seems easier to understand than 
does the acquisition, which we are describing, of a new 
one. It is striking that the acquired antigen should 
mimic that produced by the allele B, though had it not 
done so it would probably have escaped notice. 

The acquisition of a B-like antigen by people of group 
A may be associated with age or disease or both. If 
the change could be brought about by disease alone it 
should have been recognized before in younger patients ; 
the change certainly cannot happen to young or middle- 
aged healthy people, or it would surely have been 
recognized long ago in blood donors. Five of the seven 
patients had cancer ; this could mean that the acquisition 
is associated with the disease or some condition 
Secondary to the disease, such as anaemia or 
abnormalities of the plasma, or it could simply mean 
that cancer is a very common cause of the blood 
grouping of old people. 

The observations here reported raise a number of 
questions that only more work may answer. We ought 
to know whether the change can happen to healthy old 
people. In any case, many more patients with the B-like 
antigen will surely be found, and biochemical investiga- 
tion of the plasma as well as further serological studies 
may give some clue to the cause of this change. 


Summary 
Seven examples of blood group A, (f) are described 
which were peculiar because the red cells were 
agglutinated by a proportion of 8 sera. This reaction 
Was inhibited by B and AB secretor saliva but not by 


A or O secretor saliva. The 8 in the serum of the seven 
patients appeared to be normal. The saliva of three 
of the patients was tested: two of them were secretors 
and their saliva contained A and H but not B. 


The absence of group O persons amongst the seven 
patients is highly significant. 

Evidence is produced that the B-tike antigen ts not 
inherited but is an acquired character. The acquisition 
may be connected with old age or illness or both. 


We are indebted to Dr. S. Varadi, of Sheffield, and Dr. 
tL. M. Gerlis, of Grimsby, who referred the samples from 
Mr. Hol and Mrs. Tu. We also thank Miss Jean Noades 
and Miss Patricia Tippett, of the Blood Group Research 
Unit, and Miss M. Barber and Miss Sheila Stacey, of the 
Regional Transfusion Centre, Sheffield, who have been 
responsible for a great many of the tests. 
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Variants of the B blood-group antigen are very much 
rarer than variants of A, and there are no clear-cut 
subgroups of B corresponding to A, and A,. Race 
and Sanger (1958) reviewed the few cases mentioned in 
the literature, and Cameron et al. (1959) have, since the 
present investigation was completed, given an account 
of several cases which appear similar to the one here 
described ; we are indebted to them for allowing us to 
read their paper before publication. 

The. patient, a married woman aged 57, was admitted 
to the Royal Sussex County Hospital in April, 1958, 
suffering from carcinoma of the colon, with liver 
metastases. She was initially grouped as A and 
transfused with group A blood without ill effects. 
When further transfusion was needed a new test 
appeared to show that the patient's group was AB. It 
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was then found that her cells were agglutinated by some 
only of the (pooled) anti-B sera available for routine 
use. 

It was first thought that these results might be due to 
the presence of an additional antibody in some of the 
anti-B sera, reacting with a rare, possibly familial, type 
of antigen on the red cells. 


Serologica’ Tests on Patient’s Cells 


At this stage the case was referred to the Blood Group 
Reference Laboratory, where the grouping serum had 
been prepared. Here it was confirmed that the patient's 
cells were agglutinated by the anti-B sera that had 
originaly been found to agglutinate them. It was 
shown that agglutination was not due to an antibody 
against any of the common antigens of the main blood- 
group systems other than ABO, or to anti-C*, E¥. V, 
Mg, Be*, Wr*, Vel, Mi*, or V*. 

Apart from the elimination of these possibilities, the 
details of the patient's blood-group antigens outside the 
ABO system .re of no obvious relevance. It ought 
nevertheless to be mentioned that she had a weak E 
(Rh) antigen; however, one child has a normal E 
apparently inherited from her, her husband being 
E-negative. The apparent weak E may possibly have 
been a result of transfusion. 

The patient’s celis gave normal A, reactions with 
numerous samples of anti-A and anti-A, sera. They 
were agglutinated by 7 out of 20 unselected pooled high- 
titre anti-B sera as issued for grouping purposes, and 
by 7 out of 20 unselected anti-B sera from individual 
donors, the reactions (in both cases) varying from + +* 
to w. There were usually very large numbers of 
unagglutinated cells, and so the possibility of the patient 
being a blood-group chimera was considered, though 
the appearance was not in fact one of tight clumps in a 
sea of unagglutinated cells, such as is shown by mixed 
blood samples in chimeras and _post-transfusion 
specimens, but weak patchy agglutination of the type 
sometimes given by anti-Lewis sera. The cells were 
agglutinated in a similar manner by eight out of nine 
sera from group € donors from which the anti-A had 
been removed by absorption with A, cells. They gave a 
weak positive indirect antigiobulin test with a human 
immune anti-B serum in which the saline anti-B had 
been neutralized with B secretor saliva. They were not 
agglutinated by an immune anti-B of rabbit origin, nor 
by “ anti-B, " serum obtained from Dr. R. E. Rosenfield 
and produced by partial absorption of anti-B serum with 
AB cells. 


Samples were tested on two occasions, at an interval 
of two weeks; neither gave any reaction with 10 sera 
from AB blood, anc it was most unlikely, therefore, that 
this was a case of polyagglutinability 


Absorption Experiments with Patients’s Cells 


An anti-B serum (No. 252) which had reacted strongly 
with the patient’s cells was absorbed with them (one 
volume packed cells to one volume of serum). Further 
portions of the same serum were absorbed with normal 
A,, B, and A,B cells as controls. The absorbed sera 
thus obtained were titrated in parallel with an 
unabsorbed sample against the patient's cells and 
against normal A,, B, and A,B cells, samples being 
matched for age (from the time of bleeding) and 
strength of antigens. Similar experiments were carried 


out with an anti-A serum, and with an anti-A+anti-B 
serum (from a group O donor). The titration results 
were scored in the manner recommended by Callender 
and Race (1946). The titres and scores are shown in 
the Table. It will be seen that the patient's cells 


Comparative Titrations of Unabsorbed and Absorbed Sera 
Against Patient's Cells and Controls. Each Titre is Foliowed 
by the Score, in Parentheses, Calculated as Described by 
Callender and Race (1945) 


Celts litre Titre After Absorption with 
Used Before 
Th Absor 
Titration | Ay | 8 A,B Patient's Oo 
| Cells Cells Cells Cells | Cells 
Anti-A Serum (No. 277) 
A, 128 (82) 0 (0) 128 (78) 0 (0) 
B 0(0) 0 (0) 0(0) 0(0) 
A,B | 32464) | 32 (58) 0(0) 0(O) | 
Patient .. | 128(82) 0(0) 64 (70) 0(0) 0 (0) | 
Anti-B Serum (No. 252) 
A, 0 (0) 0 0(0) 0 (0) 0 (0) 
B eee 128 (80) 64 (68) 0(0) 0(2) 32 (58) 
A,B 32 (52) 16 (52) 0 (0) 0 (0) 16 (46) 
Patient .. | 2 (16) 2 (14) 010) 00) 0 (0) 
| 
Anti-A + Anti-B Serum (No. 48 
A, ‘ 128 (80 0 (0) 64 (72) 0 (0) 0@) 
B | 128 (78) 64 (76) 0 (0) 0 (0) 32(56)| 0(O) 
A,B . , 128 (78) 16 (44) 32 (62) 0<(0) 4 (26) 0(0) 
Patient 128 (82) 2 (12) 64 (68) 010) 0(0) 


reduced the titration score of anti-B sera No. 252 with 
normal B cells 10 units more than did A, cells. After 
absorption with th. patient's cells this serum no longer 
agglutinated a sample of her ceils, whereas that 
absorbed with A, cells still did so, the score initially 16 
being lowered only two units by the absorption. 

Samples of this anti-B serum, which agglutinated the 
patient's cells strongly, and of another anti-B, which 
failed to agglutinate them, were absorbed by her own 
cells, comparative absorption being performed with 
normal B cells. The cells were then subjected to elution 
by heating at 56° C. In all cases some anti-B was 
eluted. With the serum which agglutinated the patient’s 
cells in saline these cells gave up more anti-B than did 
normal B cells. With the serum which failed to 
agglutinate them little anti-B was given up by either 
kind of cells, and there was little difference between the 
two eluates. 


Tests on Patient’s Serum 


The patient’s serum contained anti-B. It was tested 
against a number of samples of normal A and AB cells 
and found to agglutinate most B and AB samples in 
saline at 37° C., to give weak agglutination of all 
samples in the presence of cysteine-activated papain, 
and strong reactions with all samples at 20° C. and 
4° C., both in saline and in albumin. Under none of 
these conditions did it agglutinate the patient's own cells, 
nor weak B cells of a type apparently similar to that 
described by Moullec et al. (1955). 

Large amounts 0° A and H substances were present in 
the patient’s saliva, but no B substauce could ever be 
detected although tests were performed on several 
different occasions and on diilerent saliva samples. 

At this point in the investigations, when only samples 
from the patient herself had been tested, it appeared 
possible that weak B antigen was due to an abnormal 
allelic gene at the ABO locus, possibly manifesting itself 
especially weakly because of the accompanying A, 
gene, the serological expression of which appeared to 
be normal. The strong anti-B in her serum and the 
absence of B substance in her saliva were, however, 
evidence against this hypothesis. 
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The possibility of her being a chimera appeared 
unlikely because of the variable reactions with anti-B 
sera and the apparent absence of signs of heterogeneity 
for any of the other blood-group systems. Investiga- 
tions of the patient herself were cut short by her death 
a few weeks after they began. 


Genetical Study 


An investigation of the family put a completely 
different complexion upon the case. Fortunately a 
number of relatives were available and proved most 
co-operative. Their blood groups are shown in the 
pedigree, In the case of the ABO, Rh, and MNS 


‘ A 
CeDec(CDejede)  CeDEe(CDe/eDE)] Ceddee(Cde/ede)  Coddee(Cée/ede) ccddee(cde/cde) 
NNss(NsNs) NNS(NSNs) MNS(MSNs) NNS MNS 
Fy(a+) Le(a—b+) Le(a—b+) Le(a—b+) Lefa—b-) 
Fy(a—) Fy(at+) Fy(e+) Fy(a— 

CeDEe(cDE/Cde)  CCDee(CDe/Cde) ccDEe(cDEjede) CCDee(CDe/Cée) 
NNss(NsNs) MNS MNS MNS 
ie(a—b+) Le(a—b—) Le(a—b—) Le(a—b-) 
Fya—) Fy(a+) Fy(a—) Fy(a+) 

ge of patients’ family, showing blood grou For the 
ABO, Rh, and MNS groups the phenotype is given rst, followed 


by the genotype where known. The arrow indicates the 
propositus. She has a weak B-like antigen, apparently acquired. 
E antigen weak. N.T.=Not tested. 


systems the phenotype is shown first, followed by the 
genotype where this can be deduced. The most 
unexpected and important finding was that the patient, 
whose husband was group O, had an A, daughter. 
This result was confirmed on a fresh specimen. The 
cells were tested with several anti-H as well as anti-A, 
sera on both occasions, and there is no doubt that this 
daughter is truly A,. The patient’s genotype must 
therefore be A,A,,. 

The finding that her sister was a normal A,B revived 
the possibility that the patient might be a chimera, but 
the family were all certain that she had not had a twin 
brother or sister. The cells of her group A, daughter 
and son were used to absorb anti-A and anti-B sera. 
They behaved as ordinary A, cells, and did not remove 
anti-B, whereas those of the patient’s group A,B sister 
removed them completely: the patient’s own cells 
removed very little indeed. 

Discussion 

The genetical investigation leaves virtually no doubt 
that the patient's genotype was A,A, and hence that her 
B-like antigen was not the product of a gene at the 
ABO locus. The seven similar cases, all of group A,, 
investigated by Cameron et al. (1959) and two, probably 
similar, which they quote from the literature, leave little 
joubt that the antigen in such cases is acquired as a 
result of old age or disease, though its first appearance 
tas not yet been observed in any individual. Though 
ive of the seven patients had cancer the authors do not 
consider that this association is proved to be specific: 
8 they point out, cancer is a common reason for 
ilood-grouping old people. However, the present case 


adds a further example of this phenomenon associated 
with cancer. 

The present case, like all the others, is phenotypically 
of group A,, but, being of genotype A,A,, differs from 


the three others whose genotypes could be ascertained, 
and who were all A,O. 


Summary 
The presence is described of a B-like antigen on the 


re dcells of a patient of blood group genotype A,A,, 
suffering from carcinoma of the colon. 


We thank the members of the family for their kind 
co-operation and their willingness to donate blocd samples 
on more than one occasion. We also thank Dr. T. 
Cleghorn, Dr. J. W. Lacey, Dr. D. Lehane, and Surgeon 
Lieutenant K, J. McDonald, R.N., for obtaining blood 
samples from various members of the family. 
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INTESTINAL DIVERTICULA 


BY 


JOHN K. McCOLLUM, F.R.C.S. 
Consultant Surgeon, Newcastle General Hospital 


The majority of intestinal diverticula consist of hernial 
protrusions of the mucous membrane and submucous 
layers through the muscular coats of the bowel 
(primary type). In this inquiry, which is based on a 
study of patients encountered during a nine-year period, 
one case of acute diverticulitis of the caecum is 
reported; otherwise only propulsion diverticula are 
considered. 
Diverticula of Duodenum 

The total number of patients encountered with 
duodenal diverticula is unknown, but 10 in whom such 
diverticula have been demonstrated during routine 
abdominal investigations and without other demon- 
strable abnormality have been studied. Seven were 
female and three male. and the average age was 52 
years. They all comr' ined of flatulent dyspepsia, but 
the clinical findings did not permit differentiation from 
cholecystitis or chronic peptic ulcer. The disability was 
judged sufficient to warrant operation in only one of 
these patients, and pre-operative radiographs had 
appeared to show the diverticulum arising from the 
second part of the duodenum close to its junction with 
the first part. At operation it was traced behind the 
duodenum and pancreas to its origin from the postero- 
superior aspect of the third part close to its 
commencement. Five years after diverticulectomy this 
patient was found to have regained »: ght lost before 
operation, but still complained of ov..sional dyspepsia. 

Two of these patients presented with haematemesis 
and melaena. One was a woman aged 60 who 
recovered without operation. Barium-meal x-ray 
examination revealed two diverticula arising from the 
fourth part of the duodenum (Fig. 1), and an associated 
colonic diverticulosis (Fig. 2). The second was a man 
aged 73 in whom colonic diverticula had been 
demonstrated three years previously. This patient died 
after repeated haematemeses and melaena over a period 
of 10 days. Post-mortem examination revealed four 
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Fic. |.—Bariom-meal x-ray him... Arrows show (wo uivericula 
arising from fourthipart: of duodenum 


is 


Fic. 2.—Same patient as in Fig. |. X-ray film 18 days aiver 
barium meal, showing retention of barium in colonic diverticula. 


diverticular openings in’ the third part of the duodenum 
—two on the antero-superior and two on the postero- 
superior aspect. The walis of the two. posterior 
diverticula had become engulfed in tite fibrotic reaction 
round about an aneurysmal dilatation of the abdominal 
aorta. A duodeno-aortic fistula had formed and 
caused the fatal bleeding. 


Diverticula of the Jajuno-!leum 

No case’ of uncomplicated jejuno-ileal diverticulosis 
with disability sufficient to warrant surgical inter- 
vention: has been.encountered. Two patients presented 
with acute complications of the disease. A woman:aged 
65 died five days after admission to. hospital vw) 
haematemesis and mel#ena. Posi-mortem examination 
showed that the fatal bleeding was from a vessel which 
had erupted: on. to: the surface shallow-ulcer at the 
neck of a diverticulum situated clase to the duodeno- 
jejunal junction. Three other diverticulz: were present 
in the upper jejunum, and whereas these were thin- 
walled and wide-mouthed, the wall of the ulcerated 
diverticulum:was thickened by fibrosis and its neck was 
narrow, Another woman, aged 66; was-admitted: to 
hospital with acute. diifuse peritonitis secondary to 
acute diverticulitis of the upper h 


jejunum. Recovery 
followed: resection, ofa segment of. bowel bearing. the 
acutely inflamed: diverticulum aud: revestablishment: oi 
continuity’ by side-to-side anastomosis. Téa: montis 
after discharge this: patient: was readmitted to hospital 
with haematemesis which necessitated transfusion o! 
2 pmts (1° litre) of blood. Barium+meal x-ray 
examination: at this time showed: multipic diverticula:oi 


the small’ bowel. Recovery’ took. plaee wathout 


operation’ and: the: patient: has remained well! for foun 
years. 
Colonic Diverticuls 


Ninety’ patients investigated: have: been: divided: into 


six: groups: depending: on the predominant: clifieal 
features when they were first referred. fon consuitint 
opinion: (see: Table):, Tie: averace interval: between 
diagnosis: and: followeup: cxamination. has been: foun 
years and: two; montits: 


Clinical, Features in» 9: Cases of Colonic. Diverticula 


No. in Clinical beateres at framed P ndings ac oltow-up 
Group Gtoup F First Mowtality 
1 45650") Réourren abdominal Ni th 
pain and aliered f div 
bowel yoherwise 
mn any 
2 9(10°%) Painless diarrhoea No de‘erioration 
3 1S Acute spreadine 7 (4724). One. hadusevere. 
tomitis secundacy aena 3} years afver 
torupiureof dwer- 
trculun Otherwise no ? 
yt 
Surviviag pairn $ 
a 13 (14%) (a) Acute. non-sup- (a) Nil 
| 6 cases) 

Acute suppura-.. (b)-4 No detertoration it 
tive permohus, (41 (100%) surviving 
| cases) 

(che Péticalais. with (ch Nil 


fistela (3 cases) 
5 Intes inat obstruction, Nit Two of three.pat rms 
Acwe obstruction of | who had. 


small bowel (24 colostomy 

| _ cases) chronic obstraction 

| Chrenic obstruction } | haves. deterioraced 

| Ofgolon¢3 cases) owing to advancing 

| | Pericolitis..One has 

kept): for: 9 
| years 

6 | 3(33%) Massive intestinal | 1 (33°) | Two patients who 

bleeding | rece vered from 

seyere meiaena have 

| | | had. no. recurrence 
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Diverticula of Caecum 


Acute diverticulitis of the caecum has _ been 
encountered in one male patient aged 25. The 
pre-operative diagnosis was acute appendicitis, and at 
operation a mass of inflammatory tissue was found 
adherent to the medial wall of the caecum. The 
appendix was identified and removed. Further 
dissection revealed a diverticulum, similar in appearance 
to the appendix, projecting from the medial wall of the 
caecum; it was inverted into the caecum. Post- 
operative barium-enema x-ray examination showed one 
small diverticulum projecting from the medial wall of 
the ascending colon and no other abnormality. 

Diveiticula of the caecum occur in two distinct 
groups of patients. In the first the disease is limited to 
the caecum, acute diverticulitis is the only common 
complication, and the age of incidence is lower than that 
for diverticulosis of the intestine as a whole. In the 
second group multiple diverticula of caecum occur in 
association with a diffuse diverticulosis of the colon 
(Fig. 3). Operative experience has shown that this is 
not always revealed by radiological examination, 


FiG. § encma Diverticulosis of whole coion, inciuding 


caecum. 


probably because the spasm and irritability of the left 
half of the colon, so frequently present, make it 
difficult for the radiologist to obtain a clear outline of 
the right half of the colon. Lloyd-Davies (1953) found 
that methanthelinium bromide given one hour before 
intestinal x-ray study overcame this spasm and 
facilitated pre-operative assessment of the extent of the 
disease. In the case of patienis requiring operative 
treatment the final decision on the extent of the disease 
and the operative intervention necessary can be made 
only after careful inspection of the whole intestine at 
laparotomy. 
Comment 

The commonest presenting complaint in diverticulosis 
is of recurrent episodes of abdominal pain, 
accompanied in the case of duodenal and jejuno-ileal 
diverticulosis by flatulent dyspepsia, and in colonic 
cases by alteration in the bowel habit. The frequency 
with which diverticula are found simultaneously in 
several segments of the bowel denotes that it is a disease 


complication may direct attention mainly to one 
segment. Surgical intervention, other than _ that 
necessary for relief of an existing complication, would 
be advisable only where it could be shown that a serious 
complication was likely to occur in an individual or a 
group of patients. Such intervention would not prevent 
progress of the disease or development of later 
complication at a different level in the bowel. 


It is doubtful if uncomplicated duodenal diverticula 
ever require active surgical treatment. Operation may 
be necessary in uncomplicated jejunal cases, particularly 
if the dyspepsia is accompanied by obstructive features. 
The demonstration of duodenal or jejunal diverticula 
may be regarded as an adequate explanation for 
chronic or recurrent dyspepsia, provided precautions 
have been taken to exclude other active lesions. I was 
formerly taught that these diverticula could as a rule 
be disregarded and that another cause for the disability 
would be found. The reverse of this is equally true, 
and a concomitant diverticulosis may be responsible 
for the major disability in patients with chronic 
duodenal ulcer or disease of the biliary tract. 

Of the 90 patients with colonic diverticula, 60 are 
contained in -he three groups who presented with 
recurrent attacks of abdominal! pain, painless diarrhoea, 
or signs of pericolitis without frank pus formation, and 
follow-up examinations have shown that with one 
exception there has been no deterioration in any of 
them. The fact that a serious complication— 
perforation of a diverticulum—occurred in one patient, 
emphasizes the risks they are subject to but does not 
provide a mandate for prophylactic colon resection. 
The two most important complications of colonic 
diverticulosis encountered have been diffuse peritonitis 
secondary to acute perforation of a diverticulum, and 
acute suppurative pericolitis. Review of the case 
histories of 19 patients with one or other of these 
complications has not revealed any feature by which 
individuals particularly liable to them might be 
recognized, and there is not likely to be any opportunity 
for prophylactic surgical treatment. 

At operation on patients with perforation of colon, it 
has not been possible to identify that this was in a 
projecting diverticulum, and it has been found difficult 
to distinguish with certainty between diverticulitis, 
neoplasm, and ulcerative colitis. This is analogous to 
the similar difficulty of distinguishing between simple 
ulcer and neoplasm in cases of gastric perforation, and 
has influenced the management of these patients. 
Careful clinical assessment, sigmoidoscopy, and x-ray 
study are necessary after recovery from the acute illness 
and before a final decision is made. Hughes and Shaw 
(1952) concluded that proximal colostomy will not 
prevent further leakage from the sigmoid coion during 
the time it is most to be feared, and colostomy appears 
to be unnecessary ii the perforation has been small and 
the local inflammatory reaction sufficient to rule out the 
possibility of further leakage from the bowel. I believe 
that a proximal colostomy should be performed in the 
majority of patients: experience has shown that this 
may be closed after recovery from the acute illness, 
and the later prognosis for patients who recover from 
perforated diverticulum is good. 

The causes of death in the four patients with acute 
suppurative pericolitis were toxaemia and exhaustion 
(one case), diffuse peritonitis (two cases), and 
suppurative pylephlebitis (one case). Pathological 


of the whole intestine, although the occurrence of aexamination in all of them showed widespread 
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FiG 4—Barum encma. Barium has flowed into multilocular 
pericolic abscess cavily 


suppuration and necrosis in the pericolic and 
retroperitoneal tissues (Fig. 4) Extension of the 
process was by numerous sinuous tracks, so that on 
tissue section there were numerous apparently isolated 
foci of suppuration in the fibro-fatty tissue surrounding 
the diseased colon. These findings explain the rapid 
clinical deterioration and the difficulty of obtaining 
surgical drainage without further spread of infection. 
Surgical exploration should be undertaken early in 
these patients, before the likely onset of such 
complications as pylephlebitis, and if the findings are 
such that simple drainage will not be effective, the 
diseased colon and the surrounding infected tissues 
should be removed. No attempt should, however, be 
made to re-establish bowel continuity by simultaneous 
anastomosis. 


In the case of pericolitis with fistula, the inflammatory 
changes are less diffuse and the systemic disturbance is 
less severe. This complication may be insiduous and 
give rise to so little disturbance that in elderly patients 
only palliative treatment is necessary. In many 
instances carcinoma can be excluded only after 
operation and pathological study. Immediate dissection 
and removal of the diseased colon is desirable and 
appears possible in almost all cases, but the question 
whether or not simultaneous bowel anastomosis should 
be performed will depend on the extent of the disease 
and the operator's assessment of the risks involved. 


Discussion 


Acute intestinal obstruction secondary to diverticulitis 
has been observed only in cases where the small bowel 
has become involved in the colonic disease by formation 
of bands or adhesions. In those patients with clinical 


evidence of obstruction of the left half of the colon, 
x-ray and pathological study has confirmed that the 
bowel lumen is diminished. On section of the gut the 
mucosa is seen to be thrown into deep folds and there 
is muscle hypertrophy. These two changes appear to 
be mainly responsible for the narrowing of the lumen 
of bowel, and it does not seem as if the fibrosis which 
is also present is ever sufficient to cause stenosis. These 
findings are similar to those observed by Phillips (1953 
in cases of jejuno-ileal diverticulosis and suggest that 
the obstructive features are due to bowel dyskinesia. 

Follow-up of patients who have had proximal 
colostomy performed for relief of chronic intestinal 
obstruction has shown that the disease may progress in 
spite of this, and that deterioration is more likely if 
precautions have not been taken to avoid overspill of 
faeces into the distal loop of the colostomy and the 
diseased bowel segment. The aim of treatment, 
therefore, in patients with obstructive features should 
be removal of the diseased colon. Operation should 
be advised early so that resection and re-establishment 
of bowel continuity by anastomosis may be. safely 
performed. 

Massive bleeding from diverticula has been observed 
in seven instances—two duodenal, two jejunal, and 
three in colonic cases. No common precipitating 
factor such as trauma or infection likely to determine 
the time of onset of bleeding has been noted. In the 
case of bleeding from duodenal or jejunal diverticula 
the patient may present with haematemesis or melaena 
or both these features. With bleeding from a colonic 
diverticulum there is melaena, and at operation for 
bleeding diverticulum of ascending colon it was 
observed that none of the altered blood in the bowel 
had passed proximal to the ileo-caecal valve. During 
emergency operations for gastro-intestinal haemor- 
rhage, diverticulosis must therefore be excluded as the 
cause. If diverticula are present it is still difficult to 
decide which, if any of them, is the source of the 
bleeding. It may be more common from diverticula 
which are the site of chronic inflammation, and 
inspection may reveal thickening of the wall, increase 
in subserous fat, or narrowing of the diverticular neck. 

The presence of an enterolith in or adjacent to 4 
diverticulum’ may also render it suspect. On the other 
hand, there was evidence of pre-existing 
inflammatory change in the singie case of bleeding 
colonic diverticulum examined. Moreover, _ the 
diverticulosis may be much more diffuse than pre- 
operative investigations suggest. Pre-operative barium- 
enema examination in this patient with bleeding colonic 
diverticulum had shown diverticula in the sigmoid 
colon only, but at operation there were diverticula 
scattered along the whole colon. At operation the 
bowel may be opened to permit inspection of the 
suspect diverticulum its mucosal aspect. 
Alternatively, the suspected segment of bowel may be 
removed and immediately examined. The localization 
and control of such bleeding may necessitate extensive 
bowel resection and operation should be undertaken if 
severe or recurrent cases. 


Summary 


Ten patients with uncomplicated duodenal diverticula 
and two who presented with haematemesis and melaena 
have been studied. 
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A case of tatal bleeding from a jejunal diverticulum, 
and a second which withstood bowel resection for acute 
diverticulitis of jejunum and later presented witb 
haematemesis, are described 

The clinical features and findings at follow-up 
examinations in 90 cases of colonic diverticula are 
summarized, and one case of acute diverticulitis of 
caecum 1s recorded 

The relative incidence of the various complications of 
colonic diverticula given, and the findings at operation 
and on later pathological study of material from these 
cases are described The principles which should 
govern management of these complications are 
discussed 

Diverticulosis has been found to be an important 
cause of chronic o recurrent dyspepsia It should be 
regarded as a disease of the whole length of the 
intestine although the occurrence of a complication may 
direct attention mainly to one segment of the bowel 

|! am indebted to may colleagues on the staff of the 
Departments of Pathology and X-ray Diagnosis for their 
kind co-operation in the investigation of the patients on 
whom this article is based. Mr. C. R. Strother-Stewart, Mr. 
J R S. Paterson, and Mr. A. R_ Kirby were surgical 
registrars at this hospital during the period covered in this 
review, and it 1s a pleasure to record my gratitude for their 
enthusiasm 
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HEPARIN-LIKE ANTICOAGULANT 
OCCURRING IN ASSOCIATION WITH 
CHRONIC NEPHRITIS 


RY 
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M. KARACA, M.D 


From the Second Internat Clini of Istanbul University. 
Guraba Hospital Istanbul Turkey 


ih the case mere reported heparin-like circulating 
anticoagulant developed during the course of chronic 
nephritis and caused a haemorrhagic diathesis 

Circulating anticoagulaais occur either spontaneously 
or as a result transtusions the presence of 
anthaemophilk globulin (A HG») was noted 
approximately 0 cases of haemophilia A reported in 
the literature A case has been described in Turkey 
(Frank and Pecikyan. 1954), and at our clinic we have a 
vase of haemophilia A in which A-H.G occurred as a 
fesult of transfusion (Ulutin. Karaca. and Giirson in 
Dress) 

Sia cases of Chrisimas disease showing anti-plasma- 
thromboplastin component (ant-P T.-C.) have been 
described Horde (1955) drew attention to the 
existence of ao inhibitor belonging to factor VA case 
ot anti-ac-globulin was reported by Ferguson ef al. 


(1957). Alexander (1955). Wagner, Brannan, and 
Brinkhous (1955), and Jiigens (1955) described cases in 
which anti proconvertinaemia could be demonstrated. 
Briinimann (1954) described the formation of an 
antibody against fibrinogen caused by repeated 
transfusions in a case of congenital afibrinogenaemia. 


Search of the literature has brought to light 
descriptions of five cases of circulating anticoagulant, 
with haemorrhagic diathesis, in normal subjects 
without any apparent cause. Anticoagulants have been 
reported during pregnancy or parturition in 13 cases, 
Other diseases during the course of which anti- 
coagulants have been reported to occur are syphilis, 
tuberculosis, rheumatism, myocardial infarction, 
pemphigus (while being treated with arsenic), and lupus 
erythematosus. Conley et al. (1948) described the 
occurrence of a circulating anticoagulant, with 
haemorrhagic diathesis, in the course of chronic 
nephritis. A similar case is reported below. 


Case Report 


The patient, a 32-year-old man, had acute nephritis eight 
years before admission to hospital. For the last two years 
he complained of headache and pallor of the skin. A week 
before admission his nose and gums began to bleed. On 
the day before admission he had a severe headache and his 
temperature rose to 37.6° C. He was admitted to hospital 
with the diagnosis of meningitis 

On examination his skin was pale, his gums were 
bleeding, and there were haematomata in the subcutaneous 
tissues His blood pressure was 190/120. A systolic 
murmur was aeard in all cardiac areas, and the second 
aortic sound was accentuated. Nothing abnormal was 
found in the respiratory, gastro-intestinal, and urogenital 
systems Neck stiffness was present Kernig’s sign was 
positive. and there was some impairment of consciousness, 
The spinal ‘uid was blood-siained. confirming the 
diagnosis of subarachnoid haemorrhage. The erythrocyte 
count was 2,800,000, Hb 40%, leucocytes 6,800. The 
peripheral blood picture was normal. Urine analysis 
showed albuminuria; the sediment contained abundant 
erythrocytes and granular casts Urine specific gravity was 
1011 Blood urea was 90 mg./100 ml; urea clearance 
40% of normal, glomerular filtrate 35 ml It appeared 
that in the course of chronic nephritis a subarachnoid 
haemorrhage had occurred. 


The bleeding .uu.. and skin haematomata drew our 
attention to the possibility of the existence of a 
haemorrhagic diathesis. Coagulation studies performed on 
November 1, 1955, gave the following results: bleeding 
time, 2} minutes; coagulation time, 18 minutes (Lee and 
White method); retraction normal; platelet count, 
220,000 (Fonio .nethod); Rosenthal’s heparin clotting-time, 
120. minutes (normal 30 minutes). prothrombin time 
(Quick) 18 seconds (normal 12 seconds); antithrombin 
time (Winterstein) 25 seconds (norma! 14 seconds). We 
found an abnormal result with the thromboplastin 
generation test of Biggs and Macfarlane and of Douglas 


(Fig 1). During the performance of this test, the addition 
of normal Al (OH3)s- treated plasma and normal serum 
or normal platelet suspension to the patient’s blood did not 
produce any increase in the information of thromboplastin. 
When the patient’s Al (OH)s-treated plasma or his serum 
was added to normal blood, the formation of thromboplastin 
wa. highly inhibited 


In in vitro experiments the addition of protamine 
sulphate and toluidine blue corrected the prolonged 
coagulation time anc antithrombin time (1% toluidine blue 
solution or 1% protamine sulphate was added to the 
patient’s blood or plasma in the ratio of 1 to 10). With the 
protamine titration method of Allen ef al. (1949) clotting 
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80 Fic. 1.—November 1, 1955. 
1=0.3 ml. of AKOH),-treated 
7° patient’s plasma (1 in 5), 
2 0.3 mi. of patient’s serum (1 in 
10), and 0.3 ml. of patient's 
ge platelet suspension. 2=0.3 ml. 
© of AKOH),-treated patient’s 
SOF plasma (1 in 5), 0.3 mi. of 
j normal serum (1 in 10), and 
40or 0.3 mi. of normal platelet 
G ° suspension. 3=03 mi. of 
Al(OH),-treated normal plasma 
30 (i in 5), 0.3 mi. of patient’s 
3 serum (1 in 10), and 0.3 ml. of 
20or normal platelet suspension. 
4=Normal reaction. 
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INCUBATION TIME 
did not occur in the tube containing 0.2 mg. of protamine 
sulphate (normal clotting, 0.12-0.14 mg.). The administra- 
tion of protamine intravenously temporarily 


corrected the signs of haemorrhagic diathesis. 


All these experiments revealed the existence of a 
“ heparin” or “ heparin-like ” circulating inticoagulant. 

A th mbop!l n tc st peri ned ad week later 
(Nove r 8) showed a ht cl or the better (Fig. 2): 
although there w some clinical improvement, the 
haemorrhagic diathesis still existed. On November 15 the 
test showed that the formation of thromboplastin had 
become normal (Fiz. 3), and the clinical findings of a 
haemorrhagic diathesis had disappeared. The patient was 
discharged at his own est on November 28, 1955 
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Fio. 3. — Patient's reaction. 
November 15. 


INCUBATION TIME 
Fio. 2. — Patient's reaction. 


November 8. 
Discussion 


The defect in thromboplastin generation, the 
prolongation of the coagulation time, heparin clotting- 
time, prothrombin time, and antithrombin time, and 
in vitro correction of the abnormal findings by the 
addition of protamine sulphate and toluidine blue, and 
finally the result of the protamine titration method of 
‘Allen et al., show that the circulating anticoagulant in 
this case is heparin or a heparin-like substance. The 
fact that one ampoule of protamine sulphate, when 
injected intravenously, temporarily corrected the 
prolonged coagulation time and prothrombin time 
confirmed these findings. 


It is well known that heparin activates antithrombin 
and the clearing factor, and inhibits the conversion of 
prothrombin to thrombin. Douglas (1956) showed that 
heparin prevents the utilization of A.H.G. and labile 
factor, and thus prothrombin is not consumed, 

In one of our previous publications (1957) we (Ulutin 
and Sestakof, 1957) recorded that heparin, when injected 
intravenously, inhibits the formation of thromboplastin 
in the thromboplastin generation test of Biggs and 
Douglas (1957). 


Summary 

A haemorrhagic diathesis manifesting itself by 
bleedjng from the gums, subcutaneous haematomata, 
subarachnoid haemorrhage, and epistaxis developed in 
the course of chronic nephritis. The cause of this 
haemorrhagic diathesis was a heparin-like circulating 
anticoagulant. The literature concerning the existence 
of such an anticoagulant and hyperheparinaemia are 


briefly reviewed 
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IMMEDIATE SENSITIVITY REACTION TO 
POLIOMYELITIS VACCINE 
BY 
W. O. THOMSON, M.D., D.P.H., D.LH., D.P.A. 
AND 


DUNCAN J. B. FLETCHER, M.B., Ch.B., D.P.H. 
Depari/nent of Health and Welfare, Glasgow 


Untoward reactions to poliomyelitis vaccination art 
uncommon, and it is generally agreed that poliomyelitis 
vaccine is exceedingly safe to use. Although the 
vaccine has been administered many thousands of 
times, both in this country and the U.S.A., reports of 
unpleasant sequelae have been few. Nevertheless, from 
the reports that are available, it is clear that allergic 
reactions may occur. Usually the skin is involved, bul 
general systemic upsets have also been described. [0 
most cases traces of penicillin in the vaccine have beet 
suspected of being the sensitizing agent. 

Most of the reported cases of allergy to poliomyelitis 
vaccine have occurred in the U.S.A. Zimmermai 
(1958) described the cases of six patients, all with 4 
previous history of sensitivity to penicillin, wh 
developed urticaria or bullous dermatitis a few days 
after vaccination. Each patient responded 
penicillinase therapy and did not react when 3 
penicillin-free vaccine was subsequently administered. 
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Stroud et al. (1958), reported 12 cases of cutaneous 
eruptions -following , poliomyelitis vaccination. The 
eruptiogs -were as. urticarial, eczematous, or 
psoriasiform, and one, or possibly two, of the patients 
were Sensitive to penicillin. Erythema multiforme was 
noted by Chervinsky (1957) in a young girl two weeks 
after vaccination; and 1 mil. of the vaccine 
intradermally a manth, later was followed in: five days 
by joint pains, .swelling of ‘the -eyelids, and an 
erythematous eruption. The case of a one-year-old girl 
who developed angianeurotic oedema an heur after 
poliomyelitis. vaccination.was descritbed: by Clyde (1956). 
Red “ splotches ” appeared. over her: body, and the site 
of the injection became red and swollen. She had no 
ill effects when, later, penicitlin-free vaccine was given. 

lhe first. British report was by Fowden (1958), who 
described the case of a 12-year-old boy, known to be 
penicillin-sensitive, .who .deyeloped severe frontal 
headache, anorexia, lethargy, and a sparse itchy rash. 
later becoming vesicular, a few-hours after the injection 
of British vaccine. . Bronchospasm developed three days 
later. Three cases with marked local reactions of 
poliomyelitis vaccination were reported by Burrowes 
(1959). Two were known: toi be. sensitive to: penicillin. 

In. the: following. case a;nurse, who was.sensitive to 
penictllin and, to.a developed 
angioneurotic oedema mild shock after injection 
of | wml..of poliomyelitis. vacgine ; and.41 days later a 
similar geaction followed the intradermal injection of 
0.! the: wacaine. 


Case -Report 

A nurse aged 24, reegived ml. poliemyelitis. vaccine 
(Amegiean : Rare, Davies). intramuscularly at the hospital 
where. she was .enpxoyed. Within five minutes she felt a 
generalized. itch, particularly about the. eyes, which became 
irritable and watery, and which began to swell. A severe 
colicky pain developed in ‘the’ lower abdomen and, with it, 
a strong ‘desire: to micturate. ‘The. swelling .of: the -eyes 
progressed until she could hardly. see,,andshe had. a feeling 
of “.water behind ;\the -eyes” -cenjunctival. oedema). 


‘During this; time ,sbe felt “;queer”; had a throbbing 


sensation in |ber -ears; and felt faint,,sweaty, and “far 
away.” On the point..of. caliapse. she was, put to bed. 


On. being. examined. shontly: thereafter she. was found to 
be flushed .and restless, her -eyes almost closed by 
periorbital oedema. Seventeen minims (1 ml.) of 
adrenaline . hydrochloride 1:1,000 was immediately given 
subcutaneously, and this gradually resolved her symptoms. 
She became less restless, and the throbbing in-her ears and 
the abdominal pain disappeared. The-~ periorbital oedema 
did not increase, and she felt better. Three) hours later, 
apert from a feeling of.weakness, she felt. well. There. was 
still generak flushing of: |the.skin, but the periorbital eedema 
had begun to,subside. Twenty-four, bours later she had 
retugned, to, normal .apart ftom some. puffiness about the 
eyes. ,It.4s .worth noting that for a period of 24-hours 
before the injection, and on the morning of the injection, 
she had taken antihistamine tablets for a mild irritation of 
the hands produeed detergents. 

Because of the potential danger of contracting 
poliomyelitis in her .work. it.wasideeided that, despite this 
reaction, her immunization should be completed. 
Accordingly she..was referred to jthe Jocal, authority's. special 
Glinic. {This clinic .bas,,been; functioning,.in. Glasgew for 


the past, year, and to it are referred these patients who. wish 
to, be vaccinated. against poliomyelitis,.but who suffer from, 
for example, 
conditions. 
Forty-one.days.after .ber initial -vaccination jthe patient 
reported to the special clinic. A course of small doses was 


asthma, eczema, hay-fever, or allergic 


planned, -each be -given .at .weekly intervals, .as . past 
experience had shown ‘that: this: technique was the safest 


with allergic subjects. To «this .end, .0.1 mi. of 
poliomyelitis vaccine (American: Pitman-Moore) .was 
given intradermally jJeft forearm. Within two 


minutes a weal developed at the site,of :injection, surrounded 
by an area of erythema. Over the next half-hour this weal 
grew to a size approximately 2} by 14 in. (6.4 by 3.8 cm.) 
and the erythema covered most of the forearm. At the 
same time—that is, about two minutes after the test dose— 
the patient complained thatsher-eyes were irritable, and on 
examination they were seen to be watering, with reddening 
of ‘the palpebral conjunctiva. 

Gradually her eyes became puffy, and over the next 10 
to 15 minutes periorbital oedema developed and increased, 
until the right eye was closed and the Jeft eye almost closed. 
During ‘this time there was marked conjunctival oedema and 
the eyes watered profusely. Five minutes after receiving 
the injection she. stated that.she felt .warm, unwell, and 
nauseated, and: that there was a buzzing in her ears. 
Restlessness, agitation,.and marked trembling of the hands 
were noted ;, ber, face was, flushed.and her pulse had risen 
to 120. a minute. She was given 6 minims (0.35 mi.) of 
adrenaline hydrochloride 1:1,000 subcutaneously and 
8 mg. of chlorpheniramine maleate (* piriton *).orally, and 
a few minutes Jater a further six minims (0.35 ml.) of 
adrenaline’ hydrochloride was given. 

Within 5 to 10 minutes the patient became more settled. 
The nausea and ‘the buzzing -in her-ears ‘disappeared and she 
felt better. ‘She stdl complained.of being warm and, in fact, 
there was a general erythema which persisted: for.at least 
another’ .hour. ‘Approximately half. an hour after the .test 
dose urticaria was; noted on),her wrists, upper arms, and 
upper thighs. The periorbital and conjunctival . oedema 


began to subside one hour after the test dose ; and after 
two hours, alhough the right eye.was still obviously swollen, 
there was. only. slight.,uffiness..of the left (see photograph), 


— 


Photograph taken: two hours. after a: test. dose. of 0.1. ml. of 
poliomyelitis vaccine had been, given. 


At this stage the weal and the erythema of ‘the left forearm 
began to subside. “As she now appeared well and ~no 
longer complained of any ‘ill effects, she was sent: home: by 
car and advised to: rest. 

Qn examination, five! hours after ithe injection, her eyes 
were still slightly puffy most .of the swelling had 
disappeared, asvhad the generak erythema; the urticaria, and 
‘the..weal .on: the: forearm. returned to duty mext day, 
when exainination revealed, no. abnormality apart from slight 
oedema, the. eyalids. 

Past; History.—~During \ben.general training.as a nurse the 
patient developed a sensitivity to penicillin and, to a lesser 
extent, streptemyein. eyes and.a rash on 


‘the »hands and waists. developed “many. times” in ..this 


period, and this only.when. sbe bad to work with 
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Of her own 


the antibiotics, but especially with penicillin. 
volition she took to wearing rubber gloves and a mask when 
penicillin had to be administered, but this did not prevent 
her eyes from swelling. She also treated herself with 
antihistamines. She did not reveal her history of sensitivity 
before her first injection of poliomyelitis vaccine as she did 
not think there was any connexion between the two. 
Commentary 
In the preparation of poliomyelitis vaccine only 200 


units of penicillin and 200 units of streptomycin, at 
re present in the original culture medium, and 


most, a 

in the final product it is known that the concentrations 
are very much less. According to Zimmerman (1958), 
who wrote to the manufacturers concerned, the amount 


of penicillin present in | ml. of poliomyelitis vaccine 
is 3-10 units for Parke, Davies and less than 20 units 
for Pitman-Moore. In spite of the fact that these 
quantities are exceedingly small, they would still seem 
capable of producing anaphylactic reactions in sensitive 


subjects. 


While the other components of poliomyelitis vaccine 
cannot be elimated, it would seem, from the patient's 
past history of sensitivity to penicillin and streptomycin, 
that one or both of these antibiotics were responsible 
for the reaction, This would mean that she reacted to 
something in the nature of two units of penicillin and/ 
or less than 20 units of streptomycin given 


intradermally. 


Whether British vaccine is safer than American in 
this respect it is difficuit to say. Perry (1956) stated 
that, while assay was difficult, the penicillin content of 
1 ml. of British vaccine was in the region of 0.5 unit; 
Fowden’s patient, however, reacted to the British 
vaccine, and at this stage it would seem unwise to 
consider any one vaccine superior to the other for 
penicillin-sensitive patients. 


The potential danger to sensitized subjects of the 
traces of antibiotics in poliomyelitis vaccine was 
pointed out as early as 1956 (Brit. med. J., 1956). This 
warning still holds true. For patients with a history of 
sensitivity to penicillin or streptomycin, poliomyelitis 
vaccine may produce sensitivity reactions. The recent 
decision to extend the age groups eligible for 
vaccination, has, if anything, increased the risk, as, 
according to Feinberg and Feinberg (1956), adults are 
potentially the more sensitive group. 


Before poliomyelitis vaccine is administered it is 
essential that the patient (if a child, the parent) should 
be asked if there is a history of sensitivity to penicillin 
or streptomycin. If there is any doubt a test dose 
should be given intradermally. Particular attention 
should be paid to those who commonly work with these 
antibiotics. For those who are penicillin-sensitive a 
penicillin-free vaccine should be available similar to 
that obtainable in the U.S.A. and, if available, 
penicillinase should be administered before vaccination. 
The chief safeguard, however, is to ensure that the 
medical practitioner is aware of the potential risk to 
patients sensitive to penicillin or streptomycin. 
officer of 


We thank Dr. William A. Horne, medical 


Healh, Glasgow, and Dr. Mathew M. Garrey, consultant 
lobstetrician, 


Glasgow Royal Maternity Hospital, for 


permission to publish this paper and for helpful criticism 
Our thanks are also due to Mr. W. Wilson, chief technician, 
Public Health Laboratory, Glasgow, for taking the 
photograph and to Nurse E. Y. for her patience. 


REFERENCES 


Brit. med. J, 1956, 1, 220 

Burrowes, H. P. (1959). Lancet, 1, 370. 

Chervinsky, P. (1957). Aun. Allergy, ¥5, 30. 

Clyde, W. A. (1956) Arch. Pediat., 73, 278. 

Feinberg, S. M., and Feinberg, A. R. (1956). J Amer. med. Ass., 
160, 778 

Fowden, A. (1958). Brit. med. J., 2, 835. 


Perry, W. L. M. (1956). Ibid., 1, 566 
Stroud, G. M., Brodell, H. L., Lascheid, W. P., and Poits, L. W. 


(1958). J. Amer. med. Ass., 166, 251. 
Zimmerman, M. C. (1958). Ibid., 167, 1807. 
Reviews 


MIDWIFE TO A UNIVERSITY 

The Birth of Nigeria’s University. By Kenneth Mellanby, 

C.B.E., Sc.D. (Pp 263; illustrated. 25s.) London: 

Methuen and Co. Ltd. 1958 
Dr. Kenneth Mellanby has written a fascinating story 
of The Birth of Nigeria’s University from the time when 
as “Principal Designate” he got lost in the bush at 
what was the chosen site for the new building at Ibadan 
until he handed over a remarkably going concern to his 
successor. The story, in fact, begins at an earlier date, 
and the first chapters tell of the origin of the college 
and Dr. Mellanby’s introduction to the many problems 
involved. His uncle, the late Sir Edward Mellanby, told 
him, when the post was offered, that “ you would be an 
idiot to accept.” Fortunately for Nigeria this advice was 
disregarded, and in July, 1947, the designated principal 
flew out to West Africa for the first time. The difficulties 
were not small and the financial implications grew all 
the time. The author remarks that if the cost had not 
been originally greatly underestimated it is unlikely that 
the authorities would have undertaken the project. One 
conclusion from this piece of history is that it always 
costs much more than the experts say. 

The chapter on the development o fthe medical faculty 
contains much of interest to medical readers. Skilful 
fostering by visitors from the University of London and 
the medical visitors under the Nuffield scheme has done 
much to raise standards (and a new hospital) much more 
quickly than seemed possible at first. It is interesting that, 
looking back, Dr. Mellanby thinks that Ibadan was 4 
mistake as a site and that somewhere near Lagos would 
have been better. There is much detail in the volume 
for those concerned with university development, 
especially in overseas territories of the Commonwealth 

ALAN MONCRIEFF. 


VITAL STATISTICS 


By B. Benjamin, B.Sc., Ph.D. 


Elements of Vital Statistics. 
London: George Allen and 


F.LA., F.S.S. (Pp 352. 56s.) 

Unwin Ltd. 1959 
A popular textbook of our predecessors in the field of 
public health and social medicine was Sir Arthu! 
Newsholme’s Elements of Vital Statistics. Firs 
published in 1889, and revised in 1899, it was brought 
up to date in 1923 by a completely new version writtet 
by Sir Arthur himself. Since then there have beet 
many changes and much development both in the natu! 
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and volume of statistical material collected and in the 
statistical methods applied to it. An attempt to revise 
the book has therefore, inevitably led Dr. Benjamin to 
another completely new text. In writing it he has, 
however, broadly followed the lines laid down by 
Newsholme—namely to describe in some detail the 
available sources of vital statistics, to discuss critically 
their value and limitations, and to give ample 
illustrations of their uses by modern workers. Thus his 
book makes no attempt to be a treatise, elementary or 
advanced, on statistical methods, though occasionally 
some such methods may be discussed at length in dealing 
with certain aspects of vital statistics—for example, life 
tables, standardization of rates, reproduction indices, 
and the like. In particular he repeats Newsholme’s 
advice that “the present volume is intended for those 
not equipped for higher mathematical investigations.” 
In simple terms rather does he set out to describe the 
general problems of census taking; the registration of 
births, marriages, and deaths; the various measures of 
fertility, mortality, and morbidity — including the 
infectious diseases. More special problems include the 
statistics bearing on environmental factors affecting 
mortality, maternity and child welfare, the health of 
schoolchildren, industrial incapacity, and hospital and 
general practitioner usage. As diseases of special 
importance specific chapters are given to the statistics 
of tuberculosis, cancer, and mental health. To this task 
Dr Benjamin brings clear and simple writing, a high 
siandard of accuracy, and evidence of wide reading in 
the selection of examples and topics for illustration. 
His book should prove a considerable help to workers 
in the public health field by giving them instruction, a 
source of reference or both, in the derivation and 
meaning of the vital statistics they must frequently study 
and use. 
A. BRADFORD HILL. 


SHAKESPEARE THE PHYSICIAN 


Shakespeare and Medicine. By R. R. Simpson, M.B., Ch.B., 

F.R.C.S., F.R.C.S.Ed. (Pp. 267+vi 25s.) Edinburgh and 

London: E. and S. Livingstone, Ltd. 1959. 
Smoe are illiterate, but everyone is a Shakespearian. 
In fact, Shakespeare is perhaps the only author affection 
for whom can survive even the most expensive education. 
It is not surprising that there should be a book on 
“Shakespeare and Medicine,” for every doctor must 
some time have considered what kind of practice he 
would have graced had he chosen to be of our 
profession. 

There are, it seems, 712 references to medical matters 
in Shakespeare. Judging by this he might have been a 
psychiatrist (49 references), a gynaecologist (48), or an 
E.N.T. specialist (42); or, if we consider that the 
majority of the references lie outside these groups, a 
general practitioner. Indeed, it is difficult to imagine 
him being satisfied by anything less than the whole 
man, or indeed mankind. 

Dr. R. R. Simpson’s book is really a study of 
Elizabethan medicine, with special reference to 
Shakespeare, but also with many side glances at 
contemporaries such as Ben Jonson and Christopher 
Marlowe. A nice gift for a medical friend. Many 

grateful patients ” will be glad it was written. It still 
femains a mystery, however, what drug aurally 
administered, killed Hamlet’s father, in spite of 
Shakespeare's interest in oto-rhino-laryngology. 

R. J. V. PULVERTAFT. 


WOLFF AND WOLF 


Pain. By Harold G. Wolff, M.D., and Stewart Wolf, M.D. 

Second edition. (Pp. 121+x. 32s. 6d.) Oxford: Blackwell 

Scientific Publications. 1958 
Wolff and Wolf have been pioneers in the scientific 
study of pain and their work has exerted a widespread 
influence on the present generation of clinical scientists, 
However, the second edition of this little book lacks the 
excitement of the authors’ earlier work and has a 
réchauffé flavour. The first chapter deals with the 
anatomy and physiology of pain, its nature, initiation, 
and perception. The second chapter deals with pain 
arising from various bodily structures, and the section 
on headache is perhaps the most interesting in the book. 
The third chapter deals with the diagnosis and 
management of pain. It is not possible to deal with all 
these topics adequately in less than 100 pages and they 
are handled in a fragmentary way. The references are 
numbered and arranged in order of appearance in the 
text, which is not very convenient ; only about a fifth of 
them are dated later than 1950. 

L. J. Witts. 


BOOKS RECEIVED 


Review ts not precluded by notice here of books recently received 


Exploration in Group Relations. By E. L. Trist and C. Sofer. 
(Pp. 68. 7s. 6d.) Leicester: University Press. 1959. 


Smoking. The Cancer Controversy. Some Attempts to Assess 
the Evidence. By Sir Ronald A. Fisher, Sc.D., F.R.S. (Pp. 47. 
2s. 6d.) Edinburgh, London: Oliver and Boyd. 1959, 


Handbook of Toxicology. Prepared under the direction of the 
Committee on the Handbook of Biological Data, Division of 
Biology and Agriculture, The National Academy of Sciences. 
Vol. III, Insecticides. (Pp. 854+xxv. 98s.) Vol. IV, 
Tranquilizers. (Pp. 120+ viii. 28s.) Vol. V, Fungicides. 
(Pp. 242+ ix. 38s. 6d.) Philadelphia, London: W. B. Saunders 
Company. 1959. 


Die Behandlung von Hiatushernien und Refluxésophagitis 
zmt Gastropexie und Fundoplicatio. Indikation, Technik und 
Ergebnisse. By R. Nissen and M. Rossetti. (Pp. 153; illustrated. 
DM. 49.50) Stuttgart: Georg Thieme Verlag. 1959. 


Lehrbuch der Krankengymnastik in four volumes. Vol. L. 
Einfiihrung in die Krankengymnastik. Physiologie, Krank hett- 
slehre, Grundlagen und Grundtechnik der Krankengymnastik 
und Massage. Edited by E. v. Dietze, W. Hardegg, J. Harff, W. 
Heipertz, K. Lindemann, B. Liick, and H. Teirich. (Pp. 328+ xi; 
illustrated. DM. 32.) Stuttgart: Georg Thieme Verlag. 1959. 


DDT. The Insectide Dichlorodiphenyltrichloroethane and Its 
Significance. Vol. Il. Human and Veterinary Medicine 
Edited by S. W. Simmons. (Pp. 570; illustrated. Sw. fr. 66.), 
Basel, Stuttgart: Birkhauser Verlag. 1959. 


Analgésie Psychologique en Obstétrique. Journée d'Etudes sur 
l'Analgésie Psychologique en Obstétrique, Paris, 7 April, 1957. 
Edited by P. Aboulker, L. Chertok, and M. Sapir. Introduction 
by H. de Watteville. (Pp. 172+xii; illustrated. 3,500 fr.) Paris, 
London: Pergamon Press. 1959. 

Surgery of the Ear. By George E. Shambaugh, Jr., M.D. 
(Pp. 669+ viii; illustrated. £7 12s. 6d.) Philadelphia, London: 
W. B. Saunders Company. 1959. 


Volume XVI of the Transactions of the Hunterian 
Society, for the year 1957-8, contains the text of the 
presidential address on “The Vagaries of Haematuria,” 
delivered by Mr. J. C. Ainsworth-Davis; the Hunterian 
Society Lecture on “Biological Systems and Atomic 
Radiation,” delivered by Sir Ernest Rock Carling ; and the 
Society’s Oration on “Animal Communication” by Dr. 
MacDonald Critchley. This volume also includes Dr. 
C. A. H. Watts’s Gold Medal Prize essay on the diagnosis 
and management of coronary disease, and an account of 
some of the Hunteriana in the possession of the Society, by 
its honorary curator, Mr. C. R. Rudolf. 
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A ROYAL PRESIDENT 


Iwo courses are open to the layman elected to ‘the 
presidency of a medical organisation. .He may pro- 
test his unworthiness and take refuge ina few plati- 
tudes, or he may seize the opportunity to. speak 
plainly and remind the profession of duties in whtch 

in his view--they.are failing. .When His Royal 
Highness, the Prince Philip, Duke of Edinburgh, was 
installed ce tune 30 in Toronto as President of the 
Canadian Medteal ‘Association, he took the latter 
course, having warned his hearers at the outset that 
this -was ““a perfectly marvellous opportunity to do 
a little preaching o the preachers.” 

Prince Philip's interest in physical fitness .and 
recreation is well known, and-it was-natural that 
should turr theprevatence of. sub 
health in North America for his theme. After 
enumerating the many ways in-which ‘the Canadian 
Medical Association .bad rendered. signal public ser- 
vice in the past, he quoted certain disquieting 
statistics showing increase in admission to “hospital, 
increase in incidence of menial illness, prevalence of 
physical disability in childhood, and a high rate of 
rejection for military service because of unfitness. He 
also noted ‘that Canada’s achievements in sports and 
games were hafdly in keeping with a country which 
claimed aimost.the highest standard of living 
world, and ‘said, ** Fhis verystandard:of living- which 
we are so proud of and which seems to be the goal 
of all the nations of the world is»having ‘the same 
effect upon ‘the community as a»plaster cast “has on 
the :muscles of the body.” 

Quoting evidence to suggest ‘that the provisions for 
physical education of the young in Canada were 
startlingly inadequate, -Prince ‘Philip »pointed: to ‘the 
connexion between emotional ‘instability, tow-level 
physical efficiency, and delinquency, saying, “ The 
daveless and the listless. are-equal menaces to.society.” 
Although questions of -health and fiteess:were diffi- 
cult. problems for.a.doctor, difficulty: was-not-a valid 

efeason for avoiding this.important issue. The .medi- 


~profession ‘should not»be content. to fight 
disease.and disability; it should .also-take notice:of 
ithe thatvbad -existed and live up 
to ‘its avowed objectives of improving public 


health and preventing disease and disability. Prince 
Philip requested the Canadian .Medical Association 
its own inquiries into ‘state of ‘the health 
of the nation and to give every encouragement and 
support to organisations working for better health 
and fitness. The Association »must.make a- whole 
hearted effort to reverse ‘the trend ‘of ‘those ‘statistic 
which at present show only:more bds, “more menta 
disorder, and more unfitness in children and adults 
He‘begged his audience.not to. go. away thinking tha 
this problem had nothing to:do with them becaus 


they were fully occupied with curing disease:  thisi 


attitude was false; the facts could-not:be ignored if 
physicians were to maintain that they were. interested 
in.health. Strong.words, perhaps,” said His Royal 
Highness, “ but you took you .asked «for it 
when you invited a layman to be your’President.” 

At the installation ceremony in the Concert Hail o 
the Royal York Hotel, Prince Philip-wore the robes 
of ‘the Chancellor of Edinburgh University. ‘It -was 
very much a-medical occasion, for, apart from ‘th 
wives of tie doctors present, practically ithe only 
other lay persons among the 1,000. guests..were. the 
Minister of Health, ‘the Hon. “Waldo.Monteith, and 
the Bishop of Toronto, the’ Right' Reverend F.-H. 
Wilkinson. The British Medical Association wa 
represented »by its -President, .Sir -Arthur Thomsoa, 
and ithe American Medical Association by its Pre 
sident, Dr. Louis.M. Orr. ‘After ‘the instalation, 4 
luncheon was served ‘in ‘the hotel, at which’ Prine 
Philip handed over his presidential badge to his 
Canadian deputy, Dr. E. Kirk Lyon, who will act for 
the President when required ‘throughout the pres: 
dential year. 


‘PRINTING UNDER DIFFICULTIES 
We apologise.to readers for the delay in publication 


of: this and ‘the last issue »of the British | Medied 


Journal. The eause is‘none of our making. As 
result of the present dispute in the printing industry 
our. usual printers had.to close their works on Friday, 
June 19. -As the.governments of the time in 4wo 
world wars had -recognised ithe publication of ‘the 
Britis! Medical Journal as a work of National -impor 
tance, and as it is now‘the only weekly medical jour 
‘nal which goes to betweenm.80; per cent..and 90) per 
cent. of the »medical profession :in Birtain, .we pit 
these facts before the ‘British Federation ‘of Mast! 
Printers and the Printing and’ Kindred Trades Feder 
tion to see if we could, .in spite of the controversy 
they were engaged in, arrange to continue publication 
.of ‘the Journal. Our eases a: simple one, and ‘thal 
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mation of advances in medical science, and of their 
practical application, and if they are not able to learn 
through their medical journal of the vacancies in 
general practice and in Britain’s State Hospitals, their 
work will be hampered, the necessary filling of posts 
will be made difficult, and all this will if continued 
have a deleterious effect on the health of the people. 
One illustration may suffice here. Informed that the 
Ministry of Health was anxious at the earliest possible 
moment to know the results of the trial of oral polio 
vaccine in Singapore, through the co-operation of our 
printers we managed to publish this in the Journal of 
June 20, although the manuscript arrived in this office 
a bare fortnight before that date. Publication in fact 
was essential if everyone concerned in preparing for 
a possible outbreak of poliomyelitis in the late 
summer was to be fully informed of the way the trial 
was conducted, and of the statistical evidence in 
favour of the conclusions drawn by the investigators. 


Unfortunately we failed in our attempts to continue 
publication of the British Medical Journal in the 
usual way. These and other facts of the situation were 
laid before the Journal Committee responsible to the 
Association for its publications. There was, it is 
hardly necessary to say, complete agreement that it 
was our duty to continue publication of the Journal, 
even at a size half the normal average. It was agreed, 
too, that it would be better to. try to produce the 
Journal in Britain rather than in a foreign country— 
a course, incidentally, not looked upon with favour 
by either employers or employees in the printing 
houses of Britain. This we intend to continue to try 
to do whatever the difficulties, and whatever the 
obstacles. 

In a dispute which is none of our making, we can 
only regret the unfortunate position in which the 
customer has been placed, and this regret is all the 
sharper when we know that a scientific journal of 
world repute such as Nature has had to suspend pub- 
lication, that our oldest weekly medical journal, the 
lancet, has been compelled to have its attenuated 
version printed in Germany, and that our own jour- 
nal is forced to hold up publication of articles, for 
example, on poliomyelitis and tetanus which had 
een planned for the issue of July 11. And it is a 
id commentary on the mentality of some people 

this country that politically minded doctors would 

her not see the British Medical Journal appear 
in to see it printed by a firm which is a non-union 
jse and not a member of the British Federation of 
ter Printers. Politics, it would seem, in their 
ads and in the minds of some other people, are 

‘ss important than the continued flow of medical 

¢bmation to doctors so that they can look after their 

« , Its in Britain’s National Health Service. 

dex 


JERKS ON FALLING ASLEEP 

Nearly everyone is annoyed or puzzled at some time 

by feeling a sudden uncontrollable jerk of his body 

when he is falling asleep. This phenomenon, which has 
long been of interest to neurologists, is the subject of 

a recent paper by I. Oswald.! The jerk is apt to be 

momentarily alarming and affects the whole or a part 

of the body. Occasionally it is accompanied by a vivid 

dream or by hallucinations which have been termed 

hypnagogic hallucinations. Of 50 random acquaintances ° 

questioned by Oswald, only 7 had never experienced 

these jerks, 25 had experienced them about three times 
a year, and the others much more frequently, up to as 
often as two or three times weekly. The frequency of 
the jerks could sometimes be related to anxiety or to 
partial wakefulness, as in the case of a parent with a 
sick child who was sleeping fitfully. In four subjects 
who experienced them, simultaneous recordings of the 
electroencephalogram, electrocardiogram, of 
respiratory and limb movement were made during 
sleep. It was found that the jerk occurred only during 
light sleep, often of brief duration, and they sometimes 
appeared as part of an arousal response to a faint 
but distinct external stimulus. Often the jerk was 
accompanied in the E.E.G. by a small K-complex, «an 
electrical event which is commonly attributed to arousal. 

It is difficult to be certain just how frequent these 
jerks must be to be regarded as pathological. Certainly 
infrequent jerks occurring while falling asleep and !ess 
commonly when awaking are common in normal 
people. But Sir Charles Symonds** proposed that 
when these jerks occur with a frequency much greater 
that that observed in normal persons, and particularly 
when they continue during apparently deep sleep, they 
should be called “ nocturnal myoclonus” and must be 
regarded as an epileptic phenomenon. There is no doubt 
that some of these patients also have occasional major 
convulsions ; equally, it is true that some with established 
major epilepsy of idiopathic type are greatly troubled 
by nocturnal myoclonus, which appears to occur 
independently of their fits. 

Probably the most satisfactory explanation for the 
jerks which can be offered at present is that they are 
due to a temporary re-excitation of some part of the 
reticular formation of the brain stem. Hypnagogic 
hallucinations could then be due to arousal in some 
other part of this system, while sleep paralysis (a 
momentary inability to move the limbs on waking) could 
be attributed to a delayed arousal in some part of 
the same system. Since idiopathic or centrencephalic 
epilepsy is now believed by many to be due to disordered 
function of the reticular substance, this would explain 
why nocturnal myoclonus is common in epileptics. But 
there is certainly no evidence to suggest that occasional 
jerks on falling asleep should be regarded as an epileptic 
phenomenon, even though the normal jerks and the 
abnormal epileptic discharges may be mediated by 
similar anatomical pathways. 


1 Oswald, I., Brain, 1959, 82, 92. 
* Symonds, C. P., J. Neurol. Neurosurg. Psychiat., 1953, 16, 166. 


* Brit. med. J., 1953, 2, 1148. 
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Drug Treatment of Disease 


ANTACIDS AND ALLIED DRUGS 


BY 


THOMAS HUNT, D.M., 


F.R.C.P, 


Senior Physician, St. Mary's Hospital, London 


It is difficult for a doctor to appreciate how many 
tons of antacids are taken yearly by the public, for 
great numbers of patients complaining of indigestion buy 
themselves some form of alkaline powder privately and 
do not go near a doctor at all. The layman has a 
traditional and long-accepted belief that dyspepsia is due 
to acidity and that certain foods are more acid than 
others. In choosing his antacid he is much influenced 
by its taste, colour, price, the way it is presented, its 
advertisements, and its reputation. In judging its 
efficiency he relies entirely upon its action in relieving 
symptoms, whether these be heartburn, pain, nausea, 
vomiting, or flatulence. 


General Observations 


The physician must view the use of antacids more 
critically, and attempt, even if unsuccessfully, to 
appreciate the scientific reasons for their actions in the 
body and their chemical behaviour. For this reason 
certain brief general observations may be apposite: 

(1) Though acid excites pain in cases of peptic ulcer, there 
is no constant relationship between the pain of ulceration 
and the level of gastric acidity. 

(2) High acid secretion—with nocturnal hypersecretion— 
is usual in patients with duodenal ulcer, but all levels of 
acid secretion occur in gastric ulcer—high, normal, or low 

(3) Fractional test meal examinations play no significant 
part in the practical management of ulcer patients, and 
almost no part in the diagnosis. 

(4) Men secrete more acid and pepsin than women, mainly 
because they have a larger number of acid-secreting parietal 
cells in their stomachs. 

(5) Acid secretion varies greatly in the same individual 
at different times, even with the same stimulus, 

(6) Active stimulants of acid secretion are alcohol, caffeine, 
histamine, insulin, and some corticoids. 

(7) Gastric acidity is normally lowered both by dilution 
with saliva, food, and drinks, and by neutralization with 
mucin, pepsin, neutral chlorides, mineral bases, bicarbonates, 
and slightly by duodenal regurgitation, 

(8) Heartburn may be, but it not always, due to the 
presence of acid gastric juice in the oesophagus. 

(9) An acid or bitter taste in the mouth is not necessarily 
related to gastric acidity. 

(10) Changes motility—especially spasm—of the 
stomach may be as important in causing symptoms as 
changes in secretory activity. 

(11) Experiments in vitro with antacids do not necessarily 
correspond with their biological behaviour in the human 
body. 

(12) Though histamine may perhaps be the substance by 
which gastric secretion is ultimately stimulated, either by 
chemical or nervous means, antihistamines do not antagonize 
this action, or only do so by causing toxic effects locally 
on the mucosa. 

With such considerations as these in mind, the use of 
antacids and allied drugs may be reviewed from the 
point of view of their chemical activity, their effect in 
relieving symptoms, and their action, if any, in promoting 
healing or cure of disease processes, such as peptic ulcer 

True antacids act ether as chemical neutralizers or 
as physical adsorbents or as both. Other drugs producing 
similar clinical effects act through the nervous system as 


inhibitors of acid secretion or motility or both by 
depressing or blocking the vagus nerve. Atropine and 
antichoiinergic drugs act in this way and produce results 
comparable to the surgical operation of vagotomy. 


Foods 


Food acts as a stimulus to the stomach by both 
nervous and chemical pathways. The thought, smeil, 
and taste of food or of cooking normally increases 
gastric secretion, which is inhibited by fear, depression, 
extreme fatigue, or sensations such as nausea and the 
dislike of food. Pleasant anticipation of food produces 
a flow of acid, which is diluted at once when food enters 
the stomach Acid-tasting fruits such as lemon have no 
greater true acidity than runner beans, carrots, or boiled 
beetroot, rather less than sultanas or prunes, and 
exercise no greater effect on gastric secretion. Milk 
and cream act poorly as antacids, and hourly milk and 
cream feeds reduce acidity no more than do three meals 
a day of a general diet. Uncooked fats lessen gastric 
secretion while cooked fats increase it: the longer a fat , 
is heated the lower its iodine value and the more 
stimulant it becomes to acid secretion 


CHEMICAL NEUTRALIZERS 


Most chemical antacids have only a transient action 
in the stomach, and even in big doses do not iower 
acidity for more than 20 to 60 minutes at most. Their 
effect in relieving the pain of an ulcer does not usually 
begin for five to ten minutes after being swallowed. To 
obtain their maximum benefit, therefore, they should be 
given when the acid concentration in the stomach is high 
and the contents are not already diluted by food or 
fluids. They should be in a form that can mix well with 
the stomach contents and not act only in a small area. 
They are likely for this reason to be more effective as 
neutralizers when the stomach is active than when it 1s 
atonic, with poor motility Tablets must be chewed or 
sucked in the mouth and not swallowed whole. 

As judged by the rate of healing or by the incidence 
of relapses, the evidence that alkalis are of value in the 
treatment of patients with peptic ulcer is unconvincing, 
though symptomatic relief from their use is undoubted. 
To obtain the best symptomatic effect on ulcer pain, 
antacids should be given at the earliest moment that the 
pain begins ; if pain has lasted for some time it is much 
less likely to be controlled For this reason alkalis 
should be ready to hand at very short notice, and carried} 
about in the pocket ready to be taken at any time. If, 
there are no symptoms, it is doubtful if alkalis ar, 
indicated at all in the treatment of ulcer, and the 


routine administration after food in asymptomatic case? 
has no proved therapeutic value pul 
set 


Sodium Bicarbonate 
A 9% solution of sodium bicarbonate introduced i 
the stomach was shown by Smith (1955) to relieve ®Y 
pain of peptic ulcer. It causes some gaseous distenstiol 
on account of the carbon dioxide evolved in its reagygpat 
with hydrochloric acid, and this may bring a for: 
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eructation of gas with relief of discomfort. It is slightly 
solvent of mucin. Contrary to popular belief, it causes 
no significant “ rebound” effect upon acidity, but its 
neutralizing action is very short-lived. Large doses of 
sodium bicarbonate may be needed to raise the pH of 
the stomach contents to any important extent, and even 
when added in amounts up to 4 oz. (120 g.) a day to a 
milk drip of 6 litres a day the effect on gastric acid was 
not always sufficient to keep the pH above 4, above 
which level pepsin is almost inactivated (Doll er al., 
1956). 

Sodium bicarbonate may cause alkalosis, but only if 
given in large doses ; the risk is greater if there is pyloric 
stenosis, renal failure, or severe constipation. 

Its transitory effect and the risk of causing alkalosis 
make it an alkali of limited use, but it is often 
part’‘cularly helpful in relieving the heartburn which may 
occur with hiatus hernia, and in relieving gastric 
discomfort by producing distension and eructation of 
gas. The popular “soda mint” tablet (tab. sod. bicarb. 
co. B.N.F.) containing 5 gr. (300 mg.) of sodium 
bicarbonate and 1/15m. (0.004 ml.) of peppermint oil 
sucked in the mouth is for this reason often helpful 
in mild postprandial discomforts, but of little value in 
more serious conditions such as peptic ulcer. Sodium 
bicarbonate is often given with aspirin, and sometimes 
wiih citric acid as well to cause effervescence, with the 
idea of lessening gastric irritation ; the combination is 
much vaunted as a cure for a “ hangover ” after alcoholic 
excess, and for the headache and vomiting of mild 
attacks of migraine. 


Magnesium Preparations 


Most magnesium preparations are mildly laxative, the 
carbonate and hydroxide acting as fairly efficient 
neutralizers ; the magnesium chloride which is formed in 
the stomach has some action in retaining water and so 
causing loose bowel actions. The hydroxide does not 
lead to production of carbon dioxide, and is often given 
as “cream” or “ milk” of magnesia to infants for its 
aperient action. 

The carbonate is the main ingredient in many 
proprietary antacids, most of which have a composition 
similar to the old 4 antacid. N.F., 1939, or pulv. mag. 


carb. co. B.N.F., 1957, which is: 
Heavy mag. carb. 320 gr. (20 g.) 
Calc. carb. ‘se ow 320 gr. (20 g.) 
Sod. bicarb, 240 gr. (15 g.) 
Light kaolin 80 er. ( 5 g.) 


The dose recommended is 4 dr. Q g.) in water, which 
contains only sufficient alkali for a very transitory 
antacid effect. 

These powders may cause alkalosis, and though the 
risk with ordinary dosage is small it must not be 
forgotten. For this reason magnesium trisilicate is 
more often used, as it has no such danger. It is insoluble 
in water, and though it acts only as a slow neutralizer 
it is an efficient adsorbent of acid. It is non-toxic but 
is often too laxative in its action. It is a tasteless powder 
and by itself is often less effective in relieving symptoms 
than when combined with more rapid acting neutralizers, 
as in the very useful pulv. mag. trisil. co. B.N.F., which 
is made up of equal parts of mag. trisil., mag. carb., 
chalk, and sod. bicarb. Mixed powders such as this are 
found in many proprietary preparations, and in 
“nulacin ” tablets these alkalis are prepared with milk, 


dextrin, and maltose, to be slowly sucked in the mouth 


with the purpose of giving a continuous action 


comparable to an alkaline milk drip. 


Aluminium Prepartions 


Kaolin is pure aluminium silicate. It is insoluble and 
has no value as a neutralizer or adsorbent of acid. 
Aluminium hydroxide, however, does act as an antacid 
and carries no risks of alkalosis. Its action is slow and 
moderately efficient, but it is liable to cause constipation. 
The colloidal aluminium hydroxide gel is amphoteric 
and may have some action in precipitating mucin over 
an ulcer surface. It may very conveniently be ordered 
combined with mag. trisilicate, as in the tab. mag. trisil. 
co., and in proprietary preparations such as “ gelusil.” 


Aluminium Glycinate 


Aluminium hydroxide may be combined with the 
amino-acid glycine ; the resulting product has a valuable 
buffering action and carries no danger of alkalosis. One 
useful tablet called “ prodexin” is made of mag. 
carbonate 0.1 g. added to 0.9 g. of aluminium glycinate, 
and can be sucked freely as required. A recent product, 
“ actal,” is a sod. polyhydroxyaluminium monocarbonate 
hexitol complex, which is also effective in reducing 
acidity and is a pleasant-tasting tablet which dissolves 
readily in the mouth. 


Bismuth 


Bismuth preparations are very expensive. Moreover, 
the belief that they coat a gastric ulcer mechanically 
and thus promote healing is probably incorrect, and 
certainly untrue in the case of duodenal ulcers. In 
spite of this, patients often seem to find striking relief 
from bismuth compounds, though even the carbonate 
has minimal neutralizing effects. No bismuth 
preparations for digestive purposes are included in the 
National Formulary. One proprietary tablet, “ Roter,” 
contains 35% of bism. subnitrate. Many other 
proprietary preparations contain bismuth carbonate in 
small amounts. The subnitrate carries a small risk of 
poisoning, mainly in infants, owing to the possible 
conversion of the nitrate to nitrite by intestinal organisms 
and the production of methaemoglobinaemia. Bismuth 
discolours the stools, giving a grey, muddy appearance. 
As Hamilton (1955) points out, roter tablets combine 
the psychological advantages of expensiveness, taste, and 
colour with a notable effect upon the stools. He 
comments favourably upon their use in general practice. 


INTESTINAL EXTRACTS 


Since Ivy and his co-workers isolated extracts from 
the intestine and from urine—enterogastrone and 
urogastrone—which depressed gastric secretion and 
motility in dogs, many attempts to apply this form of 
treatment in man have been made. “ Robaden” is a 
Swiss preparation extracted from the stomach and small 
intestine of animals. It is free from lipoids and proteins 
and not identical with enterogastrone. Robaden has 
been widely used for many years as an out- -patient 
treatment, but, though reports in the Continente] 
literature rate it highly, controlled trials both in Gre:t 
Britain and abroad have shown no significant diference 
in results when this preparation is compared with simil:.r 
but inert tablets and injecticns, or a placebo (Stolte, 
1950 ; Evans, 1954). 

Oral preparations of gastric inhibitory hormones are 
almost without effect on acidity in man. 
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Mucin 


It is known that natural mucin plays an important 
part in the control of gastric acidity, but efforts to 
produce an artificial mucin with equal effect have not 
proved successful. Methyl cellulose is a useful demulcent 
and is given with the hope of forming a protective 
coating over ulcerated surfaces. It may be of value 
in some forms of colitis, but is of doubtful advantage 


fin nervous dyspepsias or peptic ulcers. 


DRUGS ACTING ON NERVOUS SYSTEM 

Many drugs are available which act in principle by 
blocking vagal nerve junctions and thus depressing 
gastric motility and secretion. Like atropine and 
belladonna, they may produce troublesome side-effects, 
and it is unfortunately often the case that the dose 
needed to affect the stomach appreciably is very close 
to the toxic level. Of these side-effects the most 
important are: dry mouth, blurred vision, constipation, 
headache, drowsiness, and difficulty with micturition. 


Atropine 

The action of atropine and atropine-like preparations 
on gastric section is inconstant and unpredictable, and 
seems to depend much upon the patient's sensitivity, 
which varies from time to time under different 
circumstances. 

Belladonna is used in many proprietary preparations 
combined with alkalis or sedatives, but most of these 
contain only about 0.25 mg. of the total belladonna 
alkaloids per tablet, and much of their good effect is 
probably due to the sedative—such as phenobarbitone— 
which many contain. The B.N.F. preparation of tab. 
bellad. et phenobarb. contains 2/5 gr. (26 mg.) of dried 
extract of belladonna with 3/4 gr. (SO mg.) of 
phenobarbitone. In comparison with most similar 
proprietary preparations it contains rather more sedative, 
so that if given three times a day the depressant and 
dulling effect of this may be troublesome. Its cost is 
approximately one-twelfth that of similar proprietary 


tablets. 
Methanthelinium 


Methanthelinium bromide (“banthine”) has no 
constant effect upon gastric acidity, though it strongly 
depresses gastric tone and peristalsis. The usual dosage 
is 50 mg. six-hourly up to 100 mg. six-hourly. Controlled 
studies have not shown any direct action on the healing 
of ulcers. 

Propantheline bromide (“ pro-banthine"’) is about 
three times as powerful as banthine, but causes relatively 
fewer side-effects. The dose is 15 mg. three times a day 
before meals, with 30 mg. at night before retiring. This 
drug is certainly effective in reducing hypermotility of 
the stomach, and is best used in association with more 
conventional chemical antacids. If the dosage is 
increased sufficiently to reduce acidity, side-effects may 
be most uncomfortable, and these drugs should be 
prescribed essentially for their effect on motility, which 
probably accounts for their often excellent effect in the 
symptomatic relief of pain. In spite of reports that 


single doses of 30 to 50 mg. of pro-banthine may cause 
achlorhydria for several hours (Kirsner e¢ al., 1954), it 
is doubtful if the effect of these drugs in general on 
acidity in contrast to motility is of real therapeutic 


importance. 


Ihre (1958) indeed reports a blind trial of 


two new anticholinergic drugs in which he found no 
difference either in alleviation of subjective symptoms or 
in radiographic healing of duodenal and gastric ulcers 
as between the active drugs and an inert control 
preparation. 


Other Antispasmodic Drugs 


Other drugs acting similarly to banthine and pro- 
banthine are preparations of dicyclomine hydrochloride, 
which have useful antispasmodic action and are given 
in a dosage of 10 mg. Such are “ wyovin,” which 
is about one-quarter the price of pro-banthine, 
“ merbentyl,” and “kolantyl.” Tricyclamol (“ elorine 
is given in a dose of 100 mg. three times a day, with 
200 mg. at night with the purpose of reducing nocturnal 
secretion of acid. Among other recent anticholinergic 
drugs are hexocyclium (“tral”), a quaternary 
ammonium salt, and “ nacton,” a drug with the formula 
(1-methyl-2-pyrrolidyl) methyl! benzilate methyl metho- 
sulphate, which is stated to depress acidity for long 
periods without side-effects. The dose is 2 to 4 mg. three 
times a day ; it has been well spoken of by Douthwaite 
(1958). 

When prescribing anticholinergic drugs, especial care 
must be taken if they are ordered for patients suffering 
from coronary artery disease, prostatic obstruction, or 
pyloric stenosis, while they are contraindicated for 
patients suffering from glaucoma. 

The best use of anticholinergic drugs in the treatment 
of ulcer is obtained by adjusting the dose individually, 
and by prescribing antacids and a special dict with 
them. Though such a combination is successful in the 
relief of symptoms, several carefully studied series of 
patients so treated have shown no significantly better 
results than in cases treated with phenobarbitone or 
other simple measures (Friedlander, 1954; Doll and 
Pygott, 1952 ; Rowlands, 1952). 


I am indebted, like all physicians, to the invaluable 
Martindale’s Extra Pharmacopoeia, and also to Mr. M. H. 
Payne, chief pharmacist at St. Mary's Hospital, W.2, for 
much helpful advice over many years. 
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Since the proportion of old people in the population will 
increase in the coming years, the numbers in mental hospitals 
are likely to do so. Dr. C. P. BLacker has therefore written 
a memorandum “ to suggest a means of reducing the numbers 
of persons aged 65 plus who find their way into mental 
hospitals and stay there.” Copies are obtainable (2s. net) 
from the Secretary, Maudsley Hospital, Denmark Hill, 
Londan, S.F.5. The author emphasizes that the people 
concerned with solving these problems must meet and discuss 
them, and that someone must be designated as responsible 
for convening the meetings. In order to help such groups 
in their discussions, he lists 21 questions on the arrangements 


needed to care for elderly people. 
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Correspondence 


Addiction to Drugs 

Sin. —I have just read with great interest Dr. Maurice 
Partridge’s excellent article om “ Addiction to Drugs,” 
which appeared in the Journal of March 28 (p. 850) and 
April 4 (p. 915). I was disappointed, however, to find 
no mention of Cannabis indica, which is otherwise 
known, depending on the country and the preparation, 
by such names as hashish, marihuana, reefers, dagha, 
bhang, ganja, and chalsa, to mention but a few. 

[his drug must number its addicts to-day in tens of 
millions. Im certain parts of India, for example, the 
majority of the people either smoke or eat it, whilst 
in Africa, South America. and the Far East it is scarcely 
less popular. It is a hardy and fertile plant, growing 
wild and profusely in many places, and this makes its 
control by authority almost impossible. Nothing, in 
fact, is easier to grow in one’s tropical back-garden. 
Its use appears to be spreading, too, amongst Europeans 
and Americans, not only in their own countries but also 
in those countries where the plant is indigenous. The 
present expense and difficulty in obtaining abroad the 
more traditional alcoholic stimulants may have induced 
Europeans to adopt this pernicious drug, which can be 
obtained merely by the eflort of snatching some leaves 
as One drives alomg. a coumtry road. 


Perhaps Dr. Maurice Partridge would like to publish 
an addendum to his article about this drug. I am sure 
it would be of the greatest mterest. and very much 
appreciated.—I am, etc., 

Assam. Ladia. STEPHEN LAING. 

Results of Cancer Education 

Smr,—I was imterested to read in Mr. Malcolm 
Donaldson's letter (Journal, May 16, p. 1303) that the 
object of cancer education is “not to teach the public 
how to diagmese cancer but to cncourage patients to go 
to the dacter whem he or she notices certain symptoms.” 
May | put im a piea fer eartier recognition of malignant 
chan in benign congenital moles ? In these caves, 
althouch the patient afitem notices a change in appearance 
of his mele. it holds no significamce for him. While 
great steps are being taken to educate the general public 
n such things as smoking as a possib’e carcinogenic 
agent, are we not losing sight of the other common 
premalignant states, changes which cam be so readily 
observed by the patient ? 

Among many similar cases presented to me in the past 
few vears. one remains prominent as a typical case im whieh 
the patent could, if only furnished with some knowledge, 
have helped himse!f, ard the prognosis would have been 
hopefu!l rather tham hopeless. The patient, who knew he 
had a mele ‘ym h's buttock. felt it emlareing. with associated 
Irritation. This he attributed to a bork deve!opimg from. his 
mole and applied kaolin poultiees. It was to all intents and 
Purposes presenting eventually as a carbwncle, and not until 
this stage did he seek medical advice. He was subsequently 
admitted to hospital. and on examination was found to have 
a typical melanocarcinoma. At this stage only palliative 
treatment could be offered. 

—I am, etc., 
P. W. SEARGEANT. 


Preparation for Hysterectomy 

Sir,—Recent correspondence has drawn. attention to 
various complications of hysterectomy. (Journal, March 
28, p. 859). I feel the following may be of interest. 

I was asked to see a woman, 38 years old, who was 
supposed to have had recurrent episodes of diarroca every 
28 days following hysterectomy six years ago. She had been 
fully investigated physically, but no cause had been found. 

I elicited the following stery from her. She had been 
married in |949 and after two years developed dysmenorrhoea 
and menorrhagia. This became proneuncedly more: severe, 
and im 1953 she was advised to have a myomectomy. At 
operation it was found that hysterectomy was necessary, 
and this was performed, although the patient had no cheld. 
The day following operation she was told, without any 
preparation, that her whole uterus was gone, and this 
apparently came as a great shock to her. 

Three months later she developed “indigestion” with 
copious belching. Soon afterwards she had an attack of 
diarrhoea which lasted a few days. She soon began to 
notice that every month she would have all the feelings 
that she used to have before menstruation, and these would 
be followed by an urge to “ pass something.” She would 
then pass large quantities of wind per rectum, and eventually 
a few loose steols. She actually kept a calendar, on which 
the dates of al] these episodes were recorded every month. 

She was a good hypnotic subject, and it was simple to 
remowe the results of the psychic trauma, and to give her 
an insitht imto the psycho-dynamics of her condition, since 
when she “feels as if a great weight has been lifted off her 
mind,” amd needless to say she no longer has “ diarrhoea.” 

| feel there are two lessons to be drawn. First, 
the necessity for careful mental preparation of the 
candidate for hysterectomy, particularly if childless. 
Second, the danger of taking symptoms at their face 
value without careful mental as well as physical 
investigation.—i am, etc., 


Mandeville, Jamaica. L. D. Lora. 


Community Care of Mentally Wi 

Sir,—I share Dr. Richard Bell’s concern at the 
contents of memorandum E.C.N. 297, fram which he 
quotes (Journal, June 6, p. 1474), and also- those of 
similar memoranda recently issued to hospitals and 
local authorities, particularly in so far as thay comcern 
the mentally subnermal patient. Surely, it is better 
that a subnormal patient should live in happiness in 
the sheltered envirenment of a hospital and his relatives 
full and normal lives, knowing he is well cared for, than 
that the lives of both should be made miserable by a 
State of perpetual conflict in the home, due to the 
patient’s behawieur diserders, arising, as they so often 
do, from an unsuccessful attempt to compete with these 
of normal intelligence in the outside world. 

By all means let us try to resolve the difficulties of 
the mentally subnormal without their entering hospital 
and return selected cases to the community after bespital 
care, but let us net deceive ourselves that this will be 
possible or desirable in all cases, or imagine that 
“ community care ” has, of itself, some magic therapeutic 
significance.—} am, etc., 


Bristol, 8 W. ALAN HEATON-WaARD. 


ROYAL COLLEGE OF SURGEONS OF ENGLAND 


At a meeting of the Council of the College held on April 9, with 
Sir James Patersen: Ross, President, in the chair, Mr. 1 A. 
Shepherd (Liverpeo!) was ashmatted as a Fellow clected ad eundem, 
The following were eclecied Fellows of the College without 


= 
aa 
2 
f 
n will 
pitals 
ritten 
rental 
net) 
Hill, 
eople 
iscuss 
nsible 
roups 
ments 


49 Jury 11, 1959 


British 
Medical Journal 


examination as being medical practitioners of 20 years’ standing: 
Dr. A. H. Bennett (Northwich), Dr. S. F. Logan Dahne (Reading), 
Sir Joseph Pierre (Trinidad), Dr. C. MacPherson (Newfoundland), 
Mr. A. T. Britten Jones (Adelaide), and Professor A. J. E. Cave 
(St. Bartholomew's Hospital) 

A diploma of Membership was granted to Gordon Taylor. 

The following were elected Fellows in the Faculty of 
Anaesthetists without examination: Dr R. H. P. Fitzpatrick 
(Sidcup), Dr. A. Goldblat (Brussels), Dr. T. Gordh (Stockholm), 
Dr. G. A. Haydock (York), and Dr. E. Nilsson (Lund, Sweden). 
A diploma of Fellowship in the Faculty of Anaesthetists was 
granted to P. J. Armstrong by examination. 

Diplomas were granted, jointly with the Royal College of 


Physicians of London, as follows: 

Dietoma OpHTHALMOLOGY.—M. M. Ahmad, Y. H. Barnard, A. 
Camcron M. J. Chapman, M 1. Choudhury. J. LI. Colvin, S. I. Davidson, 
P. D. A. Durham, Jean R. Ellis, P. N. Gay, R. M. Ingram, M. A. U. 
Khan, W. M Levy, F. R. Lippay. Una K. Merrill. D. H. Nixseaman, 
Margaret M. O'Connell. M D. O'Riordan, G. G. K. H. Parsons, Gillian D. 
Paterson, L. N. Prasad. S. Prasad. M. Schaffer, Sikander, B. Sinha. P. H. 
Smith, H. Tin 

Dretoma Mepicat FP. Barrett, C. J. Barton, J. B. 
Crowe, A D. Gentile, P. W Gilman, J. H. Gough, W. Granger, W. B. 
James, H I. Jory. B. E Kendall, J. G. Kenney, D. R. Knapp. P. R. 
Kossick M cea Thomas, D. R. McDonald, Mala Maw. R. A. Mian 
G. H. Moss, J. T. Patton H. W. Perera, A. Ramishviti, E. H. Rickard, 
J. &. Sesel, B. L. Shapiro. D. H. Sutherland, S. E. Trickey, R. Whitaker. 

Dietoma Mepicat T. Abdel-Messich, M. J. T. 
Adams, J. D. Bradshaw. J. M. Brindle, Irene M. S. Cade. P. J. Fitzpatrick, 
L. del R Lopez, V. Pasupati. G. R. Prager. W. J. K. Simpson, M. E. 
Tulloh 

Diptoma HeattH.—Safia M. Ahmad, R U. Ahmed, M. R. 
Alderson, P. L. Aston, A. Banerji, D. Baritrop, J. B. Benwell, N. C 
Bhandari, Cynthia A. R. Bray. Jill! M. Buddin, Maureen V. Burrage, Ann C. 
Butler, Sarah Capell, Anne J. Caro, M. A. Casson, Jocelyn O. P. 
Chamberlain, Hin-Wing Chan, J. E. Charlewood, K. M. Cherian, Mary 
Cherian, Momota Chowdhury, B. S. Clarke, Priscilla A. Clark-Maxwell, 
R. H. L. Cole, G. Z Cooper, Jean E Cree, J. E. Cullis, D. C. Curtin, 
Zarina Deobhakta, Charmaine M. D'Souza, Barbara B. Dunlop, Nula M. 
Durcan, Ola E. P. During, G. H. Fowler, Pattiyage K. M. Gomes, Joan T. 
Graham, R. H. E. Grant, Doreen Greene, G. M. Hadjiminas, T. M. 
Hardiker, Pauline F. Haswell, Rita Henryk-Gutt Sheilagh Hingston, 
Maureen J. Hodgson, LP. J. Holt, Barbara K. Howells, Joan P. Ingham 
Cc. H. Ip. M. Don D. Jayamanne. Jane G. Jenkinson, K. Jitpatima, 
Winifred M. Jones, J. V. Joshi, Anusuya Kalyanaraman, H. C. Keshaviee. 
A. Khan, P. J. Koblenzer, Elaine V. Laycock, Marian E. Le Couilliard, 
H_ J. Liebeschuetz, E. C De H. Lobo, R. D. Lockhart, Jane Lodwick, 
R. B. Lowry, Maraery C. McKinnon, June M. McLeod, B. G. 
Macnamara, R. S. McWilliam N. M. Mathai, D. Mathuranayagam, P. K. 
Matthew, P. C. Matthews, S. K. Mehra, V. N. Menon, Anne C. Metten 
W. R. Moore, J]. G Morris, A. Omololu, T. P. Ormerod, E. P. O'Sullivan, 
Freda M Paul, U. Pillay, T. B. Prasad, Azima I. Qureshi, F. Rahman, 
Juiet S. Rajaratnam, Gwyneth Richards, Ethel A. Richardson, Gillian P. 
Roach, D. Robinson, Jean E. Rotherham, Jean Rowley, Elspeth M. Russell, 
N. Sabokbar, Anne Savage. J} W. Scopes, Doreen Set, J. Sharan, J. S. 
Shepherd, Pamela M. Sherman, B. A. M. Smith, F. Smith, U. Sreenivasan, 
J. P. Stanfield, G. M. Steiner, Tin U, A. J. M. Tudor-Hart, T. H. Vanarase, 
Shirin A. Visram, S. A. Wahid P. Wellings, J. L. Wilkins, Marian A. 
Wilkinson, Mary E. Wood. D. J. Woods, T. Woodward, H. J. Wright 

Dretoma Puysicat Mevicine.—D. C. Beatty, J. B. Brennan, N 


Cardoe. A. C. Jayasuriya, Joyce J. P. Lomas, I. A. Williams. 

DiptomMa tN Tropicat Mepicine anp Hyotene.—A. S. A. A. Abbasi, 
S. A Ahmed, I. R. Bahram, W. B R. Beasley. M. K. Bedarkar, E. I 
Bengtsson, A. T. C Bourke, M Crkvenac, G. C. Das, B. Deka, B. Dhole, 
G. C. B Downie, F. P T. Fok. 8. H. Ganatra, R. G. B. Graham, Nicole C. 


Grasset, A.-R. Hosscin-Pour, B. D. J. Leary, A. M. O. Liunggren, F. 
Mills, A G. Motiwale H. Mumtaz Husain, S. Nagaswami, D. Narayan, 

L. Norquist, M K. T. Nyunt, Nora V. O'Brien, R. H. Oram, C. R. 
Ramanathan, P Roy, J. Sharp, N. K. P. Singh, B. Sri-Aroon, A. R. 
Taylor, M. P. Thakur, Tin Obn, Kin Tint, L. Van leperen, T. Varughese, 
K. S. Warren, Dona P. Wijesinghe, R. R. L. Wild 

Diptoma IN Mepicine.—C. P. B. Brook 

Diptoma Pusitc Heactu.—Mildred M. EB. Barnard. 


ROYAL COLLEGE OF PHYSICIANS OF LONDON 


At a quarterly comitia of the College held on April 30, with 
President, Professor Robert Platt, in the chair, licences to practise 
were conferred upon the following 152 candidates who have 
passed the final examination in medicine, surgery, and midwifery 
of the Conjoint Board, and who have complied with the by-laws 


of the College: 

A T Abdel-Messieh, B H. Ackers S. O. Adenie, Margaret J. Alderton, 
A. S. Ali, Jennifer A. Allcock, M. G. Askew, P. R. Barton, Mary H. Bell, 
P. M. J. Bennett, A. M_ Birt, M. R. Boundy, J. K. Brennand, Margaret J 
Brent, P. L. Brooks, J. N. Burgess. R. Burrows-Peakin. W H_ Butler, 
P. G. C Calvericey & 4 ©. Canty. P. C. S. Chapman, F. R. Cianchi, 
W. H. Clegg, J. H. Cole, Catherine M. M. Cordiner, W. G. Couldrick, 
A.J. Cox, Felicity C. A. Cox, D. D. Craig, A. Curd, R. Davidson, Ann Davies, 
D. Davies. P. W. Davis, G. H_ Dickson, Pudith Dimock, J. W. Dubery, R. 
Dukhi, C. S. Dutton, Mane L. Ellis, J. Farmer, M. A. Fayyad Elizabeth A. 
Feathe: by, Dorothy J. O Ftoulkes-Crabbe, T. G. Gilfillan. J. M. Glaisyer, 
M. Glasser, 4 Gooding, Dulcie G. Gooding, A. J Gould, L. H. Grove, 
D R Groves. A. W. Harris. Joan P. Hill, Ann Hodgson, Judith A. 
Houchton, K. A. Howlett, R. B. Huddy, Ursula S. James, W. F. Jaworski, 
D M. Jennens. M Johnson, A. F. Johnston, B. C. Jones, D. C. Jones, 
W. M. Jones, H. O. Karoum, N. R. M. Kay, E. D. Keen, J. B. Kelly, 
Pamela M. Kendall, F. |. D. Konotey-Ahulu, P. J. Lacey, M. H. Lader, 
G. Lake Arteda Lambergs. K. D. E. Lawrey, O. C. Legg. F. J. J. 
Letemendia, G M Levene. | H. Lewis, Diana J. M. Lister, Doreen M. 
Lovern, P. McEriean, R. S. McFarlane, D. C. McNeil, G. S. Makin, 

M 


B. S. Mantell, K C. Markwick, R. Marsch, J. C. Marwood, C. J 
Maxwell, V. Melikian, C. C. Merry, J. D. Monger. Margaret J. Moody, 
M. R._ R. Moore, T. J. Mott. J. T. Muckiow, P. J. Mullin, C. D. Neal, 


R. G Notley, B. W. Oakley, H. L. Parfitt, Adiline W. Patterson. M. J. L. 
Patterson, J. E. Perrin, Jean S. Pilkington, Janet A. Pinner, A. Plews, V. 
Promtatvethi, Hazel M Rawlinson, A. Rhodes, P. Robson, B. K. Rogers, 
B. S. Rose V/ NT. Roy, P. Sadler, M. D. Sanders, P. Saywood, J S, 
Seaton, Anne Seymour, M. O. Sime, B. J. G. Skeet, R. B. D. Skidmore, 
Joyce I. Skinner. A. W Soliom, Neilma J. Staunton, Caryle A. Steen, J. H. 
Stiff, D. J. Strath, R. M. Swinburne, E. Tapp, Ann P. Taylor, G. Taylor, 
A. J. Thomas, W. K Thomas, Pamela |. Tinslay, Winifred M. M. Tully, 
Janet B. Tyler, J. L. Verbov, J. A. Wall, G. G. Ward, Rosemary V. H. 
Ward. Joyce Wardle, G. S. Welch, P. T. Whitehead. K. LI. Williams, 
M. K. Williams, M. L. S. Woods, M. J. F. Woolmore, R. G. Wrangham 

Diplomas in Child Health, in Medical Radiodiagnosis, in 
Ophthalmology, in Psychological Medicine, and in Public Health 
were granted, jointly with the Royal College of Surgeons of 
England, to the successful candidates whose names are printed 
below in the report of the meeting of the Royal College of 
Surgeons of England held on April 9. 

The folowing diplomas were granted, jointly with the Royal 
College of Surgeons of England: 

DiptomMa IN Mepicat RapiorHerary.—J. M. Brindle, and to the other 
successful candidates whose names are printed below in the report of the 
meeting ot the Royal College of Surgeons of England held on April 9. 

DipLoMs IN Prysicat Mepicine.—D. C. Beatty, J. B. Brennan, N. 
Cardoe, R_ Fullr, A. C. Jayasuriya, Joyce J. P. Lomas, l. A. Wiliiams. 

Diptoma tN Tropical Mepicine anp Hyaiene.—J. F. Ainslie, A. Husain, 
and to the other successful candidates whose names are printed below in 
the report of the meetiny of the Royal College of Surgeons of England 
held on April 9. 


UNIVERSITY OF CAMBRIDGE 
In Congregation on May 2 the following degrees were conferred : 
M.D.—I. R. McWhinney, P. T. Annesley. 


M.Cuir.—C. Shaidon (by proxy), J. D. Marsh, J. P. Williams. 
M.B.—D_ D. Craig. 


UNIVERSITY OF GLASGOW 


The following degrees were conferred on April 25: 
M.D.—James Crooks (with honours), H. R. F. Macdonald. W. G, 
Manderson S. P. Smith (with commendation). 


UNIVERSITY OF LONDON 


Professor A. A. Moncrieff has been appointed representative of 
the University at the ninth International Congress of Paediatrics 
to be held in Montreal from July 19 to 25, in place of Dr. C. F. 
Harris, who is unable to attend 

Dr. Charles Wilcocks director of the Bureau of Hygiene and 
Tropical Medicine, has been appointed Heath Clark Lecturer for 
1960. 

Professor R. V. Bradlaw has been appointed and Professor 
M. A. Rushton reappointed representative of the University on 
the General Dental Council and Dr. R. S. F. Schilling reappointed 
representative on the governing body of the Slough Industrial 
Health Service Ltd 

The following have been recognized as teachers of the 
University in the subjects indicated in parentheses: Middlesex 
Hospital Medical School, Dr. O. P. Dinnick (Anaesthetics) and 
Mr. Douglas Ranger (Oto-rhino-laryngology). Westminster Medical 
School, Mr. E. H. Miles Foxen (Oto-rhino-laryngology). St. 
Thomas's Hospital Medical School, Dr. G. W. Garland (Obstetrics 
and Gynaecology). Institute of Obstetrics and Gynaecology, Miss 
Kathleen M. Rebinson (Obstetrics and Gynaecology). St. 
Bartholomew's Hospital Medical College, Dr. F J. Aumonier 
(Physiology (Histology) ) and Dr. J. G. Widdicombe (Physiology). 
University College and University College Hospital Medical 
School, Dr. D. R. Laurence (Pharmacology). King’s College, 
Dr. R. S. Snell (Anatomy). 


UNIVERSITY OF SHEFFIELD 
The following appointments are announced: Dr. C. F. 1. Sparling 
and Dr. G. M. J. Fenton, full-time Demonstrators in Anatomy; 
Dr. A. G. Cox, full-time Research Assistant in Surgery; Mr. FP. 
Masina and Mr. W J. Fraser, part-time Clinical Teachers in 
Surgery. ; 

Dr. D. Verel has resigned the post of Senior Lecturer in 
Medicine on his appointment as Regional Cardiologist under the 
Sheffield Regional Hospital Board and the board of governors of 
the United Sheffield Hospitals, and Dr. Margaret M. Platts her 
appointments as J. G. Graves Medical Research Fellow and 
Honorary Lecturer in Medicine on her award of a Rockefeller 
Travelling Scholarship 


UNIVERSITY OF OXFORD 


Dr. Francis Raymund Wells has been elected to the Schorstein 
Research Fellowship in Medical Science for 1959. 

Mrs. Ann G. Taylor, B.M., B.Ch., Lecturer in Physiology, has 
been elected to an Official Scholarship in St. Anne’s College. 


| 
) 
) 
sl 
6 
| vi 
tc 
th 
th 
te 
(S 
of 
: of 
pre 
of 
| we 
col 
| up 
he 
the 
the 
seei 
airl 
| The 
app 
| 
peri 
thre 
inte: 
Was 
cont 
surg 
Tecti 
A 
vary 
He 
one 


more, 


aylor, 
Tully, 
H. 
liams, 
am 

s, in 
ealth 
is of 
inted 
re of 


Royal 


other 
of the 


rred: 


ve of 
atrics 


and 
for 


essor 
ty on 
inted 
strial 


the 
llesex 
) and 
odical 

St. 
etrics 
Miss 

St. 
oniet 
logy). 
»dical 
llege, 


irling 
omy ; 
ir. F. 
rs in 


er in 
the 
rs of 
s her 

and 
feller 


rstcin 


has 


Juty 11, 1959 


British 
Medical Journal 50 


MEDICO-LEGAL 


SCOTTISH ACCIDENT INQUIRIES 
FATAL INJECTION OF COMPRESSED AIR 
[From A Mepico-LEGAL CoRRESPONDENT] 


There is no coroner in Scotland. Cases of violent and 
unnatural death are reported to the procurator-fiscal, an 
official who is concerned with prosecutions on behalf 
of the public, Ordinarily no public inquiry is held, the 
procurator-fiscal’s chief concern being with the criminal 
aspects of unnatural death. However, in suspicious circum- 
stances the Lord Advocate may direct a public inquiry. 
In addition, the Fatal Accidents Inquiry (Scotland) Act, 
1895, Section 2, requires an inquiry with a jury into the 
death of any person “due or reasonably believed to be due 
to accident occurring in the course of such employment or 
occupation.” As soon as the procurator-fiscal receives 
information of an industrial death he collects evidence and 
presents to the sheriff a petition “craving him to hold a 
public inquiry ” (Section 3). 

This inquiry closely resembles the English inquest, with 
two main differences. First, the case is presented by the 
procurator-fiscal, who appears in court; the sheriff presides. 
By contrast, the coroner not only acts judicially but 
is also responsible through his officers and others for 
the collection of evidence. In England, then, the coroner's 
responsibility is not solely judicial. The second difference 
is expressed in an amending Act—the Fatal Accidents and 
Sudden Deaths Inquiry (Scotland) Act, 1906—which provides 
that the jury “ shall mention the person or persons to whose 
fault or negligence the accident is attributable.” This is in 
distinction to the Coroners Rules (1953), which clearly 
define in Rules 26 and 27 the limits of the inquest. The only 
persons to be named are “persons, if any, to be charged 
with murder, manslaughter, or infanticide,” and Rule 33 
states, “ No verdict shall be framed in such a way as to 
appear to determine any question of civil liability.” Section 
6 of the 1895 Scuttish Act provides “. . nor shall the 
verdict returned at an Inquiry under this Act be competent 
to be given in evidence or to be founded on in any subse- 
quent judicial proceeding, civil or criminal, arising out of 
the same accident.” At neither the English inquest nor 
the Scottish inquiry need a witness answer any question 
tending to show that he is guilty of any crime or offence 
(Section 5(4) of the Act, and Coroners Rule 18(1)). 


Incident at Garage 


At a Glasgow inquiry on April 2 the circumstances of the death 
of a 12-year-old boy were considered The boy was in the habit 
of frequenting a garage near his home and watching the work in 
progress. At the time of the incident the manager and foreman 
of the garage were out, towing a car, and only two apprentices 
were present. One of these was blowing up tubeless tyres with 
compressed air 

The deceased was said to have remarked “ blow this airline 
up your backside and see how it feels." The apprentice to whom 
he made this remark then went out of the door leaving him with 
the other apprentice When he came back the boy was lying on 
the ground and the other youth was kneeling at his feet and they 
seemed to be struggling together. The exact position of the 
airline was not observed The boy’s trousers were not displaced. 
The deceased complained of being unable to breathe and it 
appeared that air had been forced into his rectum 

He was removed to hospital and preliminary needling of the 
peritoneal cavity resulted in the escape of a large quantity of air 
through the needle. At laparotomy the muscular coat of the 
intestine was found to be bruised and split in many places. There 
was a perforation in the transverse colon and the peritoneum was 
soiled with faeces. The boy died soon afterwards and necropsy 
confirmed these findings, showing also mediastinal and scrotal 
surgical emphysema. In addition there were two bruises in the 
rectum, but no external injury. 

An engineer said that the compressor produced air at pressures 
varying between 120 and 150 Ib./sq. in, (8.4- 10.5 kg./sq. cm.). 
He estimated that about 14,000 c.c. of air would be released in 
one second from the nozzle in question. He said that a variable 


amount of air could enter a man’s rectum if the nozzle was 
placed near the seat of his trousers, depending on distance and 
closeness of weave of the cloth. 

A chest physician described his experience with pneumo- 
peritoneum, stating that the largest amount of air he‘ had ever 
injected intraperitoneally was 2,000 c.c. He would take at least 
five minutes over such an injection at a pressure of less than 18° 
cm. of water. He thought the sudden entry of 14,000 c.c. of air’ 
would cause a tremendous amount of shock. 

The sheriff-substitute informed the apprentice concerned of his 
right to give evidence, but advised him not to do so in the 
absence of his father, an elder brother, or a solicitor representing 
him in view of his age. The sheriff-substitute then directed the 
jury to return a formal verdict, adding that there was a question 
of civil and criminal responsibility at issue. 


Comment 


This case illustrates the position of the witness in jeopardy 
in a coroner’s court o. a Scottish accident inquiry. He 
cannot refuse to give evidence without leave of the court, 
but he can refuse to answer incriminating questions. In 
many cases it is almost impossible for a person under 
suspicion to give evidence at all without tending to 
incriminate himself. It is then in the discretion of the 
sheriff or coroner to decide how far to go. A witness may 
not refuse to answer questions merely because the answer 
may show that he is liable in civil law. Of course, 
incriminating evidence from others is always admissible, if 
relevant to the inquiry. 

The medical and preventive aspects of this case merit. 
comment. Fatal, or wounding, injection of air during 
rabelaisian horseplay is reported occasionally in the medical 
press. There is no doubt that definite information and 
notices about the dangers of compressed air should be 
displayed wherever it is used. There is a case for this being 
brought about by Regulation, for, at present, the only 
Regulations concerning compressed air are in connexion 
with the manufacture of aerated water and refer to the 
bursting of bottles. There is also danger to be anticipated 
from the blowing off of split rims and even from tyres 
bursting in garages. Information, in plain terms 
understandable by young mechanics, could well be widely 

* disseminated. 


VOLUNTARY SUBMISSION TO CASTRATION 
ouR LEGAL CORRESPONDENT] 


The Court of Criminal Appeal dismissed on May 11 an 
appeal by Keith Ernest Cowburn, a young man of 23, 
against sentences of imprisonment passed upon him for an 
assault with intent to ravish and for being in possession 
of an offensive weapon (The Times, May 12). The appellant 
was a psychopath with severai convictions for sexual 
offences. 

The Lord Chief Justice stated that there were two possible 
forms of medical treatment for the appellant, by hormones 
or by an operation. The court could not order probation 
or a reduced prison sentence, conditional on submission to 
hormone treatment, because such a condition could not be 
enforced. The alternative treatment was castration, which 
might be successful, and which the doctors had said was 
probably the only hope. Counsel for the appellant had said 
that the appellant was willing to undergo the operation. 
Counsel asked the court to give a ruling that it would be 
lawful for the prison doctors to perform the operation, 
The court refused to give any direction in the matter, 


Hypothetical Questions and the Courts 


It is difficult even for a lawyer to formulate a rule statin 
when sterilization is legal. The problem is discussed i 
Professor Glanville Williams’s book The Sanctity of Life 
and the Criminal Law.* To say that sterilization is legah 
only where undertaken to preserve the life of the patient’ 
or to avert serious injury to mental or physical health is: 
almost certainly to state the rule too narrowly, but by how: 
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much is a matter of dispute. It is equally difficult to apply 
such a rule when formulated, just as it is difficult to apply 
the rule which states when abortion is legal. 

This lack of certainty compels the prudent doctor to 
@xercise caution, even though he may well recognize that 
that caution which is forced upon him results in inaction 
4ecirimental to his patient. In these circumstances it is 
Matural for the medical practitioner to wish to seek 
Buidance from the courts. However, it is a fundamental 
Bencral rule of our courts that they will only give decisions 
On actual past events: they will not answer hypothetical 
questions, It was for this reason that the Court of Criminal 
Appeal refused to say whether or not the proposed operation 
@n Cowburn would be legal. 


*Reviewed in our issue of October 11, 1958 (p. 898). 
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Any Questions? 


Revaccination After Post-vaccinal Encephalitis 


Q.—A woman, now in her early forties, received primary 
smallpox vaccination seven years ago. Immediately 
following the vaccination she developed encephalitis, from 
which she appears to have recovered without any sequelae. 
Is there any undue risk of serious complications following 
a further smallpox vaccination ? 


A.—There is very little published information on this 
subject, as the usual advice has been to avoid revacccination 
when primary vaccination has been followed by encephalitis. 
Certain countries will permit the individual to forgo 
revaccination under these circumstances, and this is the 
procedure of choice. However, if there is a strong 
possibility of comtact with smallpox, revaccination may be 
carried out with the knowledge that Puntigam' reported 
such revaccination without untoward results in 15 patients 
in Austria who had had post-vaccinal encephalitis 7 to 15 
years previously. 

REPERENCE 
‘Puntigam, P., Wien. med. Wschr., 1951, 101, 873. 


Barbi‘urate and Analgesic Compounds 


Q.—What drugs are effective both as analgesics and 
hypnotics ? Is there anything against combining 
barbiturates with analgesics ? 

A.—Hypnotics are poor analgesics unless they are given 
in doses which cause unconsciousness. Indeed, if pain is 
present and a hypnotic is administered a state of excitement 
may be induced. There is some evidence that the pain- 
relieving effect of analgesics may be potentiated by the 
barbiturates, and it is not suriprising, therefore, that 
attempts have been made to imitate the action of morphine 
by combining the simpler analgesics with a barbiturate. The 
objections to such preparations are twofold. The first 
applies only to those which contain amidopyrine as the 
analgesic constituent. This dmg can give rise to 
agranulocytosis, and its use is difficult to justify since, 
although the risk is small, the condition is extremely serious. 
The other objection applies especially to preparations con- 
taining the longer-acting barbiturates. As a rule the effect 
of analgesics is short-lived and the dose of the compound 
preparation tends to be frequently repeated, so that a 
cumulative hynotic effect may eaesily occur. It is 
therefore always preferable to administer the analgesic and 
the hypnotic separately, so that the dose of the former may 
be repeated without necessarily at the same time giving a 
further dose of hypnotic. 
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